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WHAT IS CLAIMED IS:

1. An anti-Gal3 antibody or binding fragment thereof comprising (1) a heavy chain
variable region comprising a Vyu-CDR1, a Vy-CDR2, and a Vy-CDR3, and (2) a light chai
variable region comprising a Vi-CDRI1, a Vi-CDR2, and a V1 -CDR3; wherein

the Vu-CDR1 comprises an amino acid sequence selected from SEQ ID NOsy/36-44,
588-615,

the Vu-CDR2 comprises an amino acid sequence selected from SEQ IIYNOs: 54-60,
616-643,

the Vu-CDR3 comprises an amino acid sequence selected from SEQ ID NOs: 70-81,
644-671,

the VL-CDRI1 comprises an amino acid sequence selected fidm SEQ ID NOs: 92-101,
672-699,

the VL.-CDR2 comprises an amino acid sequence selegfed from SEQ ID NOs: 111-116,
700-727, and

the VL.-CDR3 comprises an amino acid sequengf selected from SEQ ID NOs: 127-135,
728-755.

2. The anti-Gal3 antibody or binding fAgment thereof of claim 1, wherein the heavy
chain variable region comprises an amino acjfl sequence having at least 75%, 80%, 85%, 90%,
95%, or 100% sequence identity to any géquence according to SEQ ID NOs: 147-160, 756-
783.

3. The anti-Gal3 antibody/or binding fragment thereof of claim 1 or 2, wherein the
heavy chain variable region is gflected from the group consisting of SEQ ID NOs: 147-160,
756-783.

4. The anti-Galy antibody or binding fragment thereof of any one of claims 1-3,
wherein the light chaig/variable region comprises an amino acid sequence having at least 75%,
80%, 85%, 90%, 9%, or 100% sequence identity to any sequence according to SEQ ID NOs:
173-187, 784-8

5. e anti-Gal3 antibody or binding fragment thereof of any one of claims 1-4,
wherein tYfe light chain variable region is selected from the group consisting of SEQ ID NOs:
, 784-811.

6. The anti-Gal3 antibody or binding fragment thereof of any one of claims 1-5,
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1) the Vg-CDR1, Vu-CDR2, Vu-CDR3 of the Vy-CDRI1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 147 and the VL-CDRI1, VL-CDR2, VL.-CDR3 of the VL.-CDR1, VL-CDR2, V
CDR3 within SEQ ID NO: 173;

2) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vyg-CDRI1, Vg-CDR2, Vg-CDR
SEQ ID NO: 148 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, V-
CDR3 within SEQ ID NO: 174;

3) the Vu-CDR1, Vu-CDR2, Vii-CDR3 of the Vi-CDR1, Vi-CDR2, Wi-CDR3 within
SEQ ID NO: 149 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDK1, VL-CDR2, V-
CDR3 within SEQ ID NO: 175;

4) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDRI1, Vy£DR2, Vi-CDR3 within
SEQ ID NO: 150 and the VL-CDRI1, VL-CDR2, VL-CDR3 of th¢ VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 176;

5) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CPR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 151 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 177;

6) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the V-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 152 and the Vi.-CDRI1, VL-CDRY), V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 178;

7) the Vy-CDR1, Vu-CDR2, Vu-CPOR3 of the Vi-CDR1, Vy-CDR2, Viu-CDR3 within
SEQ ID NO: 153 and the Vi.-CDRI1, Y1 -CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 179;

8) the Vu-CDRI1, Vy-CDR2, Vii-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 154 and the VIADRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO/180;

9) the Vy-CDR1/Vu-CDR2, Viu-CDR3 of the Vi-CDRI1, Vy-CDR2, Vi-CDR3 within

11) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SE@) ID NO: 157 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, Vi-
R3 within SEQ ID NO: 183;
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12) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within,
SEQ ID NO: 155 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2,
CDR3 within SEQ ID NO: 184;

13) the Vg-CDR1, Vu-CDR2, Vg-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-CD
SEQ ID NO: 158 and the VL.-CDRI1, V1-CDR2, V1.-CDR3 of the VL.-CDR1, VL
CDR3 within SEQ ID NO: 185;

14) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2
SEQ ID NO: 159 and the Vi.-CDRI1, Vi -CDR2, V1-CDR3 of the Vi-C
CDR3 within SEQ ID NO: 186;

15) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, VA-CDR2, Vi-CDR3 within
SEQ ID NO: 160 and the VL-CDRI1, VL-CDR2, VL-CDR3 of fle VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 187;

16) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi DR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 756 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 784;

17) the Vu-CDR1, Vu-CDR2, Vu-CDR3
SEQ ID NO: 757 and the Vi.-CDRI1, V.-CD
CDR3 within SEQ ID NO: 785;

18) the Vy-CDR1, Vu-CDR2, Vi/CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 758 and the Vi.-CDRL/V-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 786;

19) the Vu-CDR1, V-

within

DR2, Vi-

u-CDR3 within
1, VL.-CDR2, V-

the Vu-CDR1, Vg-CDR2, Vi-CDR3 within
, VL-CDR3 of the VL-CDR1, VL-CDR2, Vi-

R2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 759 and the YL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID N@: 787;

20) the Vu-CDK1, Va-CDR2, Vu-CDR3 of the Vu-CDR1, Vg-CDR2, Vi-CDR3 within
SEQ ID NO: 760 fnd the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
ID NO: 788;
Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
: 761 and the VL-CDRI, Vi.-CDR2, Vi-CDR3 of the V1-CDR1, VL-CDR2, Vi-
ithin SEQ ID NO: 789;
22) the Vu-CDR1, V-CDR2, Vy-CDR3 of the Vu-CDR1, Vyg-CDR2, Vi-CDR3 within
Q ID NO: 762 and the VL.-CDR1, Vi-CDR2, Vi-CDR3 of the Vi.-CDR1, VL.-CDR2, Vi-
CDR3 within SEQ ID NO: 790;

-313-



bhang
Line


WO 2021/146218 PCT/US2021/013136

23) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 763 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 791;

24) the Vg-CDR1, Vg-CDR2, Vg-CDR3 of the Vg-CDR1, Vg-CDR2, Vyg-CDR3
SEQ ID NO: 764 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 792;

25) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, VyA'DR3 within
SEQ ID NO: 765 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR}Y/ V1.-CDR2, V-
CDR3 within SEQ ID NO: 793;

26) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CHR2, Vi-CDR3 within
SEQ ID NO: 766 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the ¥1-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 794;

27) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDK1, Vii-CDR2, Vi-CDR3 within
SEQ ID NO: 767 and the VL-CDRI1, VL-CDR2, VL-CDRZ of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 795;

28) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of t
SEQ ID NO: 768 and the VL-CDRI1, VL-CDR2,
CDR3 within SEQ ID NO: 796;

29) the Vu-CDR1, Vu-CDR2, Vi-CIPR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 769 and the Vi.-CDRI1, VZ£CDR2, V1-CDR3 of the Vi.-CDR1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 797;

30) the Vg-CDR1, Vg-CD
SEQ ID NO: 770 and the V-
CDR3 within SEQ ID NO:

31) the Vyi-CDR1 AN p-CDR2, Viu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 771 and/the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQAD NO: 799;

32) the VA-CDRI1, Vy-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NOy//72 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, V-
CDR3 witlfin SEQ ID NO: 800;
3) the Vy-CDR1, Vu-CDR2, Vii-CDR3 of the Vy-CDR1, V-CDR2, Vi-CDR3 within
SE(YID NO: 773 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
R3 within SEQ ID NO: 801;

u-CDR1, Vu-CDR2, Vg-CDR3 within
L-CDR3 of the VL-CDRI1, VL-CDR2, V-

, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
R1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, Vi-
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34) the Viy-CDR1, Vi-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 774 and the VL-CDRI1, VL-CDR2, VL.-CDR3 of the VL.-CDR1, VL-CDR2, V
CDR3 within SEQ ID NO: 802;

35) the Vg-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vg-CDR2, Vg-CDR3
SEQ ID NO: 775 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CPR2, Vi-
CDR3 within SEQ ID NO: 803;

36) the Vi-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, VA-CDR3 within
SEQ ID NO: 776 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 804;

37) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDRI, Vi,
SEQ ID NO: 777 and the VL-CDRI1, VL-CDR2, VL-CDR3 of th
CDR3 within SEQ ID NO: 805;

38) the Vii-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CPR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 778 and the VL-CDRI1, VL-CDR2, VL-CDLK3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 806;

39) the Vii-CDR1, Vp-CDR2, Vu-CDR3 of e Vii-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 779 and the Vi.-CDRI1, VL.-CDR)/ V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 807;

40) the Vy-CDR1, Vu-CDR2, Vu-(/DR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 780 and the Vi.-CDRI1, Y1-CDR2, V1-CDR3 of the Vi.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 808;

41) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 781 and the VLALDRI, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO#/309;

42) the Vu-CDRY, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 782 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ/ID NO: 810; or
43) the Yu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within

DR2, Vi-CDR3 within
L-CDR1, VL-CDR2, V-

1) the heavy chain variable region of SEQ ID NO: 147 and the light chain variable
region of SEQ ID NO: 173;
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2) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 174;

3) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 175;

4) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 176;

5) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 177,

6) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 178;

7) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 179;
8) the heavy chain variable region of SEQ ID NO,
region of SEQ ID NO: 180;

9) the heavy chain variable region of SEQ I}# NO:

region of SEQ ID NO: 181;
10) the heavy chain variable region of
region of SEQ ID NO: 182;
11) the heavy chain variable regi

region of SEQ ID NO: 183;

12) the heavy chain variablg/region of SEQ ID NO:

region of SEQ ID NO: 184;
13) the heavy chain v,
region of SEQ ID NO: 18

: 186;

/6n of SEQ ID NO: 785;

region of SEQ ID NO: 786;
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19) the heavy chain variable region of SEQ ID NO: 759 and the light chain variable
region of SEQ ID NO: 787;

20) the heavy chain variable region of SEQ ID NO: 760 and the light chain varfible
region of SEQ ID NO: 788;

21) the heavy chain variable region of SEQ ID NO: 761 and the light chgh variable
region of SEQ ID NO: 789;

22) the heavy chain variable region of SEQ ID NO: 762 and the light chain variable
region of SEQ ID NO: 790;

23) the heavy chain variable region of SEQ ID NO: 763 and
region of SEQ ID NO: 791;

24) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 792;

25) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 793;

e light chain variable

764/ and the light chain variable

: 765 and the light chain variable

26) the heavy chain variable region of SE
region of SEQ ID NO: 794;
27) the heavy chain variable region of/SEQ ID NO: 767 and the light chain variable
region of SEQ ID NO: 795;
28) the heavy chain variable reg/on of SEQ ID NO: 768 and the light chain variable
region of SEQ ID NO: 796;
29) the heavy chain variabfe region of SEQ ID NO: 769 and the light chain variable
region of SEQ ID NO: 797,
30) the heavy chain/ariable region of SEQ ID NO: 770 and the light chain variable
region of SEQ ID NO: 748;
31) the heavy£hain variable region of SEQ ID NO: 771 and the light chain variable
region of SEQ ID XO: 799;
32) the Jfeavy chain variable region of SEQ ID NO: 772 and the light chain variable
ID NO: 800;
the heavy chain variable region of SEQ ID NO: 773 and the light chain variable
f SEQ ID NO: 801;
34) the heavy chain variable region of SEQ ID NO: 774 and the light chain variable
gion of SEQ ID NO: 802;
35) the heavy chain variable region of SEQ ID NO: 775 and the light chain variable
region of SEQ ID NO: 803;

NO: 766 and the light chain variable
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36) the heavy chain variable region of SEQ ID NO: 776 and the light chain variable
region of SEQ ID NO: 804;

37) the heavy chain variable region of SEQ ID NO: 777 and the light chain vari
region of SEQ ID NO: 805;

38) the heavy chain variable region of SEQ ID NO: 778 and the light chaiyf variable
region of SEQ ID NO: 806;

39) the heavy chain variable region of SEQ ID NO: 779 and the lighf chain variable
region of SEQ ID NO: 807;

40) the heavy chain variable region of SEQ ID NO: 780 and tj€ light chain variable
region of SEQ ID NO: 808;

41) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 809;

42) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 810; or

781 /nd the light chain variable

£ 782 and the light chain variable

43) the heavy chain variable region of SEQ
region of SEQ ID NO: 811.

NO: 783 and the light chain variable

8. The anti-Gal3 antibody or binding fragment thereof of any one of claims 1-7,
wherein the anti-Gal3 antibody or binding fragment thereof is selected from the group
consisting of F846C.1B2, F846C.1F5, F§A6C.1H12, F846C.1HS, F846C.2H3, F846TC.14A2,
F846TC.14E4, F846TC.16B5, F846AC.7F10, F847C.10B9, F847C.11B1, F847C.12F12,
F847C.26F5, F847C.4B10, F844C.8D10, F849C.8H3, 846.2B11, 846.4D5, 846.2DA4,
846.2F11, 846T.10B1, 846T.2)/3, 846T.4C9, 846T.4E11, 846T.4F5, 846T.8D1, 847.10C9,
847.11D6, 847.15D12, 847 /SF9, 847.15H11, 847.20H7, 847.21B11, 847.27B9, 847.28D1,
847.2B8, 847.3B3, 849. D2, 849.2D7, 849.2F12, 849.4B2, 849.4F12, 849.4F2, 849.5C2,

849.8D12, F847C.21HA, or a binding fragment thereof.

F846C.1B2, F846C.1F5, F846C.1H12, F846C.2H3, F846TC.14E4,

Q ID NOs: 3-26.
11. A method of treating a neurological disorder in a subject in need thereof,

comprising:

-318-



bhang
Line


WO 2021/146218 PCT/US2021/013136

administering to the subject an effective amount of an anti-Gal3 antibody or binding
fragment thereof, thereby treating the neurological order.

12. The method of claim 11, further comprising selecting the subject as having fhe
neurological disorder or at risk of contracting the neurological disorder prior the
administering step.

13. The method of claim 11 or 12, further comprising detecting an amglioration of
symptoms associated with the neurological disorder after the administering steg.

14. The method of any one of claims 11-13, wherein the neyflogical disorder
comprises inflammation, encephalitis, Alzheimer’s disease, Parkinson’s disease, Huntington’s
disease, traumatic brain injury, spinal injury, multiple sclerosis, amygfrophic lateral sclerosis,
olfactory dysfunction, aphasia, Bell’s palsy, transmissible spbngiform encephalopathy,
Creutzfeldt-Jakob disease, fatal familial insomnia, epilepsy/seizures, neurodevelopment,
Tourette’s syndrome, neuroinfectious disorders, meningitis/encephalitis, bovine spongiform
encephalopathy, West Nile virus encephalitis, Neuro- S, fragile X syndrome, Guillain-
Barre syndrome, metastases to the brain, brain cancer0r any combination thereof.

15. The method of any one of claims 1}/14, wherein the neurological disorder is
Alzheimer’s disease, and wherein the anti-Gal3Antibody or binding fragment thereof disrupts
binding between Gal3 and amyloid precursop/protein (APP) or amyloid beta (Af), or both.

16. The method of claim 15, whfrein the APP comprises the sequence of APP695
(SEQ ID NO: 2).

17. The method of claim or 16, wherein the AP comprises AP monomers, AP
oligomers, AP fibrils, or any corpbination thereof.

18. The method of agy one of claims 15-17, wherein the Af} comprises the sequence
of AB42 (SEQ ID NO: 2

19. The methogof any one of claims 15-18, wherein the anti-Gal3 antibody or binding
fragment thereof regfices the binding between Gal3 and APP or A, or both, by at least 50%,
55%,60%, 65%, 0%, 15%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, or 99%, or any percentage
efined by any two aforementioned percentages.

e method of any one of claims 11-19, wherein the anti-Gal3 antibody or binding

-319-


bhang
Line


WO 2021/146218 PCT/US2021/013136

22. The method of any one of claims 11-21, wherein the anti-Gal3 antibody or binding
fragment thereof inhibits AB-mediated activation of microglia in the subject.

23. The method of claim 22, wherein the Af-mediated activation of microglia i
inhibited by at least 50%, 55%, 60%, 65%, 10%, 75%, 80%, 85%, 90%, 95%, 96%, 97 %, 9%,
or 99%, or any percentage within a range defined by any two aforementioned percentag€s.

24. The method of any one of claims 11-23, wherein the anti-Gal3 antibody gf binding
fragment thereof inhibits AP fibril or oligomer formation in the subject.

25. The method of claim 24, wherein the AP fibril or oligomer formagfon is inhibited
by at least 50%, 55%, 60%, 65%, 10%, 15%, 80%, 85%, 90%, 95%, 96%, Y %, 98%., or 99%,
or any percentage within a range defined by any two aforementioned peyfentages.

26. The method of any one of claims 11-25, wherein the anti-@al3 antibody or binding
fragment thereof promotes neuronal regeneration in the subject.

27. The method of any one of claims 11-26, wherein thg/anti-Gal3 antibody or binding
fragment thereof disrupts binding between Gal3 and Toll-lik€ receptor 4 (TLR4) or triggering
receptor expressed on myeloid cells 2 (TREM?2), or both,

28. The method of claim 27, wherein the bindifg between Gal3 and TLR4 or TREM?2,
or both, is disrupted by at least 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, 96%,
97%, 98%, or 99%, or any percentage within £ range defined by any two aforementioned
percentages.

29. The method of any one of claigfs 11-28, wherein more than one anti-Gal3 antibody
or binding fragment thereof is administgfed to the subject.

30. The method of any one gf claims 11-29, wherein the anti-Gal3 antibody or binding
fragment thereof is administered yfith one or more additional therapeutic compositions.

31. The method of gfaim 30, wherein the one or more additional therapeutic
compositions comprise a chflinesterase inhibitor, an NMDA receptor antagonist, or both.

32. The method bf claim 31, wherein the cholinesterase inhibitor comprises tacrine,
rivastigmine, galantanfine, donepezil, or any combination thereof.

33. The mgthod of claim 31 or 32, wherein the NMDA receptor antagonist comprises
memantine.

34. M method of disrupting binding between Gal3 and APP or AP, or both, comprising
contacting/the APP or AP, or both, with an anti-Gal3 antibody or binding fragment thereof,
thereby/disrupting the binding between Gal3 and APP.

35. The method of claim 34, wherein the APP or AP, or both, is soluble or part of a
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36. The method of claim 34 or 35, wherein the Gal3 is soluble or part of a second cell.
37. The method of any one of claims 34-36, wherein the APP comprises the sequen
of APP695 (SEQ ID NO: 2).
38. The method of any one of claims 34-37, wherein the AP comprises Ay mopbmers,
AP oligomers, A fibrils, or any combination thereof.
39. The method of any one of claims 34-38, wherein the AP comprises /e sequence
of AB42 (SEQ ID NO: 244).
40. The method of any one of claims 34-39, wherein the anti-Gal3 ghtibody or binding
fragment thereof reduces the binding between Gal3 and APP or AP, or hpth, by at least 85%.
41. The method of any one of claims 34-40, wherein the anti-al3 antibody or binding
fragment thereof reduces the binding between Gal3 and APP or A, or both, by at least 90%.
42. The method of any one of claims 34-41, wherein thg/anti-Gal3 antibody or binding
fragment thereof reduces the binding between Gal3 and APB/or AP, or both, by at least 95%.
43. The method of any one of claims 34-42, whepin the APP is contacted with more
than one anti-Gal3 antibody or binding fragment there
44. A method of treating a proteopathy in afubject in need thereof, comprising:
administering to the subject an effective Zmount of an anti-Gal3 antibody or binding
fragment thereof, thereby treating the proteopgZthy in the subject.
45. The method of claim 44, furthfr comprising selecting the subject as having the
proteopathy or at risk of contracting the froteopathy prior to the administering step.
46. The method of claim 44/or 45, further comprising detecting an amelioration of
symptoms associated with the progfopathy after the administering step.
47. The method of apy one of claims 44-46, wherein treating the proteopathy
comprises treating an active groteopathy, or a prophylactic treatment, or both, in the subject.
48. The method Af any one of claims 44-47, wherein the proteopathy comprises
Alzheimer’s disease, gerebral B-amyloid angiopathy, retinal ganglion cell degeneration in
glaucoma, Parkinsgfi’s disease, Lewy dementia, multiple system atrophy, synucleinopathy,
Pick’s disease, fLorticobasal degeneration, taupathy, frontotemporal lobar degeneration,
Huntington’s gisease, dentatorubropallidoluysian atrophy, spinal and bulbal muscular atrophy,
spinocerebgllar ataxia, fragile X syndrome, Baratela-Scott syndrome, Freidrich’s ataxia,
myotonjf dystrophy, Alexander disease, familial British dementia, familial Danish dementia,
Palizfeus-Merzbacher disease, seipinopathy, AA (secondary) amyloidosis, type II diabetes,
fibfinogen amyloidosis, dialysis amyloidosis, inclusion body myositis/myopathy, familial

myloidotic neuropathy, senile systemic amyloidosis, serpinopathy, cardiac atrial amyloidosis,
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pituitary prolactinoma, insulin amyloidosis, corneal lactoferrin amyloidosis, pulmonary,
alveolar proteinosis, seminal vesicle amyloid, cutaneous lichen amyloidosis, Mallory bodjs,
or odontogenic (Pindborg) tumor amyloid, or any disease caused by the misfoldjfig or
aggregation of proteins, or any combination thereof.

49. The method of any one of claims 44-48, wherein more than one anti-G#3 antibody
or binding fragment thereof is administered to the subject.

50. The method of any one of claims 44-49, wherein the anti-Gal3 apfibody or binding
fragment thereof is administered with one or more additional therapeutic fompositions.

51. The method of claim 50, wherein the one or more/additional therapeutic
compositions comprise a cholinesterase inhibitor, an NMDA recegftor antagonist, insulin, or
any combination thereof.

52. The method of claim 51, wherein the cholinestefase inhibitor comprises tacrine,
rivastigmine, galantamine, donepezil or any combination tfereof.

53. The method of claim 51 or 52, wherein the/NMDA receptor antagonist comprises
memantine.

54. A method of administering an antibogy to a subject, comprising:

administering to the subject an anti-Gal# antibody or binding fragment thereof.

55. The method of claim 54, furtfer comprising selecting the subject as having a
neurological disease or a proteopathy oyp/fat risk of contracting the neurological disease or the
proteopathy prior to the administering/step.

56. The method of clainy/54 or 55, wherein the neurological disorder comprises
inflammation, encephalitis, Algheimer’s disease, Parkinson’s disease, Huntington’s disease,
traumatic brain injury, spinajinjury, multiple sclerosis, amyotrophic lateral sclerosis, olfactory
dysfunction, aphasia, B

Jakob disease, fatal

’s palsy, transmissible spongiform encephalopathy, Creutzfeldt-
milial insomnia, epilepsy, seizures, neurodevelopment, Tourette’s
syndrome, neuroiffectious disorders, meningitis, encephalitis, bovine spongiform
encephalopathy,/West Nile virus encephalitis, Neuro-AIDS, fragile X syndrome, Guillain-
Barre syndroife, metastases to the brain, brain cancer, or any combination thereof.

57/ The method of any one of claims 54-56, wherein the neurological disorder is

58. The method of any one of claims 54-57, wherein the proteopathy comprises
heimer’s disease, cerebral B-amyloid angiopathy, retinal ganglion cell degeneration in
glaucoma, Parkinson’s disease, Lewy dementia, multiple system atrophy, synucleinopathy,

Pick’s disease, corticobasal degeneration, taupathy, frontotemporal lobar degeneration,
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Huntington’s disease, dentatorubropallidoluysian atrophy, spinal and bulbal muscular atrophy,
spinocerebellar ataxia, fragile X syndrome, Baratela-Scott syndrome, Freidrich’s ataxi
myotonic dystrophy, Alexander disease, familial British dementia, familial Danish demgftia,
Palizaeus-Merzbacher disease, seipinopathy, AA (secondary) amyloidosis, type Il dfabetes,
fibrinogen amyloidosis, dialysis amyloidosis, inclusion body myositis/myopathy, familial
amyloidotic neuropathy, senile systemic amyloidosis, serpinopathy, cardiac atrig/amyloidosis,
pituitary prolactinoma, insulin amyloidosis, corneal lactoferrin amyloidgsis, pulmonary
alveolar proteinosis, seminal vesicle amyloid, cutaneous lichen amyloidg#is, Mallory bodies,
or odontogenic (Pindborg) tumor amyloid, or any disease caused Oy the misfolding or
aggregation of proteins, or any combination thereof.

59. The method of any one of claims 54-58, wherein morgthan one anti-Gal3 antibody
or binding fragment thereof is administered to the subject.

60. A method of promoting neuronal regenergfion in a subject in need thereof,
comprising:

administering to the subject an effective amgunt of an anti-Gal3 antibody or binding
fragment thereof, thereby promoting neuronal regéneration in the subject.

61. The method of claim 60, furthfr comprising selecting the subject as having
neuronal degeneration or at risk of having/neuronal degeneration prior to the administering
step.

62. The method of clainy'60 or 61, further comprising detecting the neuronal
regeneration in the subject after thf administering step.

63. The method of Any one of claims 60 or 62, wherein the subject comprises
neuronal degeneration assgciated with inflammation, encephalitis, Alzheimer’s disease,

]

Parkinson’s disease, Huyfitington’s disease, traumatic brain injury, spinal injury, multiple

sclerosis, amyotrophf lateral sclerosis, olfactory dysfunction, aphasia, Bell’s palsy,
transmissible spongiform encephalopathy, Creutzfeldt-Jakob disease, fatal familial insomnia,
epilepsy, seizyfes, neurodevelopment, Tourette’s syndrome, neuroinfectious disorders,
meningitis, ghcephalitis, bovine spongiform encephalopathy, West Nile virus encephalitis,
Neuro-AIDS, fragile X syndrome, Guillain-Barre syndrome, metastases to the brain, brain
cancer/or any combination thereof.

64. The method of claim 63, wherein the neuronal degeneration is associated with
zheimer’s disease, and wherein the anti-Gal3 antibody or binding fragment thereof disrupts

binding between Gal3 and amyloid precursor protein (APP) or amyloid beta (Af), or both.
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65. The method of any one of claims 60-64, wherein more than one anti-Gal3
antibody or binding fragment thereof is administered to the subject.

66. The method of any one of claims 11-65, wherein the anti-Gal3 antibody or bifding
fragment thereof is administered enterally, orally, intranasally, parenterally, intragfanially,
subcutaneously, intramuscularly, intradermally, or intravenously, or any combinatjbn thereof.

67. The method of any one of claims 11-66, wherein the anti-Gal3 antibgdy or binding
fragment thereof binds to one or more peptides of SEQ ID NOs: 3-26.

68. The method of any one of claims 11-67, wherein the anti-Gal3/antibody or binding
fragment thereof binds to the N-terminal domain of Gal3, N-terminus/0f Gal3, or the tandem
repeat domain (TRD) of Gal3.

69. The method of any one of claims 11-68, wherein the #nti-Gal3 antibody or binding
fragment thereof comprising (1) a heavy chain variable regioyf comprising a Vy-CDRI1, a V-
CDR2, and a Vu-CDR3, and (2) a light chain variable regfon comprising a Vi.-CDR1, a V-
CDR2, and a V1-CDR3; wherein

the Vu-CDR1 comprises an amino acid sequgnce selected from SEQ ID NOs: 27-44,
245-256, 588-615,

the Vu-CDR2 comprises an amino acig/sequence selected from SEQ ID NOs: 45-60,
247-248, 616-643,

the Vu-CDR3 comprises an aming acid sequence selected from SEQ ID NOs: 61-81,
249-250, 644-671,

the VL-CDRI1 comprises a
251-252, 672-699,

the VL-CDR2 compri
253, 700-727, and

the VL.-CDR3 cgmprises an amino acid sequence selected from SEQ ID NOs: 117-135,
254-2585, 728-755.

70. The
comprises an/imino acid sequence having at least 75%, 80%, 85%, 90%, 95%, or 100%
sequence iglntity to any sequence according to SEQ ID NOs: 136-160, 256-257, 756-783.

mino acid sequence selected from SEQ ID NOs: 82-101,

s an amino acid sequence selected from SEQ ID NOs: 102-116,

ethod of any one of claims 11-69, wherein the heavy chain variable region

. The method of any one of claims 11-70, wherein the heavy chain variable region
is selfcted from the group consisting of SEQ ID NOs: 136-160, 256-257, 756-783.

72. The method of any one of claims 11-71, wherein the light chain variable region
omprises an amino acid sequence having at least 75%, 80%, 85%, 90%, 95%, or 100%
sequence identity to any sequence according to SEQ ID NOs: 161-187, 258-259, 784-811.
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73. The method of any one of claims 11-72, wherein the light chain variable region is
selected from the group consisting of SEQ ID NOs: 161-187, 258-259, 784-811.
74. The method of any one of claims 11-73, wherein the anti-Gal3 antibody or bingdng
fragment thereof comprises:
1) the Vu-CDR1, Vu-CDR2, Vy-CDR3 of the Vy-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 136 and the V.-CDRI1, V.-CDR2, VL-CDR3 of the V.-CDR1, VIADR2, V-
CDR3 within SEQ ID NO: 161;
2) the Vu-CDR1, Vu-CDR2, Vy-CDR3 of the Vy-CDR1, Vu-CDR2 /V-CDR3 within
SEQ ID NO: 137 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-C}pR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 162;
3) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, V/CDR2, Vu-CDR3 within
SEQ ID NO: 138 and the VL-CDR1, VL-CDR2, VL-CDR3 of tfe VL-CDR1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 163;
4) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vg-
SEQ ID NO: 139 and the VL.-CDR1, V1-CDR2, V.-C
CDR3 within SEQ ID NO: 164;
5) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of fhe Viu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 140 and the V1.-CDR1, V.-CDRZ, VL-CDR3 of the V.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 165;
6) the Vg-CDR1, Vu-CDR2, Vu-(DR3 of the Vi-CDR1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 141 and the V1.-CDRI1, ¥1-CDR2, VL.-CDR3 of the V.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 166;
7) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 142 and the VL £ADRI1, V.-CDR2, VL-CDR3 of the V.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO/167;
8) the Vu-CDR1 AV u-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 143 and'the V1.-CDRI1, V.-CDR2, VL-CDR3 of the V.-CDR1, V.-CDR2, V-
CDR3 within SEQ/ID NO: 168;
9) the VF-CDRI1, Vu-CDR2, Vy-CDR3 of the Vg-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO/144 and the V.-CDR1, V.-CDR2, VL-CDR3 of the V.-CDR1, V.-CDR2, V-
CDR3 witfin SEQ ID NO: 169;
0) the Vu-CDR1, Vyu-CDR2, Vu-CDR3 of the Vy-CDR1, Vy-CDR2, Vy-CDR3
SEQ ID NO: 145 and the VL.-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, V-
R2, V1L-CDR3 within SEQ ID NO: 170;

R1, Vu-CDR2, Vu-CDR3 within
3 of the VL-CDR1, VL-CDR2, V-

withy
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11) the Vg-CDR1, Vg-CDR2, Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-CDR3
within SEQ ID NO: 139 and the Vi-CDRI1, Vi-CDR2, V.-CDR3 of the Vi-CDR1, V/-
CDR2, VL-CDR3 within SEQ ID NO: 171;

12) the Vu-CDR1, Vg-CDR2, Vu-CDR3 of the Vg-CDR1, Vu-CDR2, VACDR3
within SEQ ID NO: 146 and the VL-CDR1, VL-CDR2, VL-CDR3 of the V-
CDR2, VL-CDR3 within SEQ ID NO: 172;

13) the Vu-CDR1, Vg-CDR2, Vu-CDR3 of the Vg-CDR1, Vu-(DR2, Vg-CDR3
within SEQ ID NO: 147 and the VL-CDR1, VL-CDR2, VL.-CDR3 offthe V1-CDRI1, VL-
CDR2, VL-CDR3 within SEQ ID NO: 173;

14) the Vy-CDRI1, Vyp-CDR2, Vy-CDR3 of the Vy-CDK1,
within SEQ ID NO: 148 and the V.-CDR1, VL-CDR2, V-
CDR2, VL-CDR3 within SEQ ID NO: 174;

15) the Vu-CDR1, Vg-CDR2, Vu-CDR3 of thg/Vu-CDR1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 149 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, Vr-
CDR2, VL-CDR3 within SEQ ID NO: 175;

16) the Vu-CDR1, Vg-CDR2, Vu-CD
within SEQ ID NO: 150 and the V.-CD
CDR2, VL-CDR3 within SEQ ID NO: 174;

17) the Vu-CDR1, Vg-CDR2/Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-CDR3
within SEQ ID NO: 151 and the #/1.-CDR1, VL.-CDR2, VL-CDR3 of the VL.-CDR1, V-
CDR2, VL-CDR3 within SEQ IIYNO: 177,

18) the Vu-CDR1, VA-CDR2, Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-CDR3
within SEQ ID NO: 152/nd the VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, Vr-
CDR2, VL-CDR3 withi SEQ ID NO: 178;

R1, Vu-CDR2, Vu-CDR3 of the Vg-CDRI1, Vu-CDR2, Vg-CDR3

Vu-CDR2, Vg-CDR3
R3 of the Vi-CDR1, Vi-

of the Vg-CDRI1, Vu-CDR2, Vu-CDR3
> VL-CDR2, V1-CDR3 of the Vi.-CDR1, Vi-

e Vu-CDR1, Vy-CDR2, Vy-CDR3 of the Vy-CDRI1, Vy-CDR2, Vy-CDR3
Q ID NO: 154 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, V-
CDRY, VL-CDR3 within SEQ ID NO: 180;
21) the Vg-CDR1, Vug-CDR2, Vu-CDR3 of the Vg-CDRI1, Vu-CDR2, Vg-CDR3
ithin SEQ ID NO: 155 and the VL-CDR1, Vi-CDR2, VL-CDR3 of the V1.-CDR1, V.-
CDR2, VL-CDR3 within SEQ ID NO: 181;

within
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22) the Vg-CDR1, Vug-CDR2, Vu-CDR3 of the Vg-CDRI1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 156 and the Vi-CDR1, Vi-CDR2, V.-CDR3 of the Vi-CDR1, Vi-
CDR2, VL-CDR3 within SEQ ID NO: 182;

23) the Vg-CDR1, Vug-CDR2, Vu-CDR3 of the Vg-CDR1, Vu-CDR2, Vg-CDK3
within SEQ ID NO: 157 and the Vi-CDRI1, Vi-CDR2, VL-CDR3 of the VL.-CDRJ}, Vi-
CDR2, VL-CDR3 within SEQ ID NO: 183;

24) the Vg-CDR1, Vug-CDR2, Vy-CDR3 of the Vg-CDR1, Vu-CDRY, Vu-CDR3
within SEQ ID NO: 155 and the Vi-CDRI1, Vi-CDR2, Vi-CDR3 of the /1-CDR1, Vi-
CDR2, VL-CDR3 within SEQ ID NO: 184;

25) the Vg-CDR1, Vu-CDR2, Vu-CDR3 of the Vg-CDRI1, #/u-CDR2, Vg-CDR3
within SEQ ID NO: 158 and the VL-CDRI1, VL-CDR2, VL-CD}¥3 of the VL-CDR1, Vi-
CDR2, VL-CDR3 within SEQ ID NO: 185;

26) the Vg-CDR1, Vg-CDR2, Vu-CDR3 of the VACDRI1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 159 and the VL-CDR1, VL-CDR2, VLLDR3 of the VL-CDR1, VL-CDR2,
V1-CDR3 within SEQ ID NO: 186;

27) the Vg-CDR1, Vug-CDR2, Vu-CDR3 ff the Vu-CDRI1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 160 and the VL.-CDR1, VL-(OR2, V1.-CDR3 of the VL.-CDR1, V1-CDR2,
V1-CDR3 within SEQ ID NO: 187;

28) the Vu-CDR1, Vu-CDR2, VA-CDR3 of the Vg-CDR1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 256 and the VL-CIR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL.-CDR2,
V1-CDR3 within SEQ ID NO: 258,

29) the Vg-CDR1, Vug£DR2, Vg-CDR3 of the Vg-CDRI1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 257 and e VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, V1-CDR2,
V1-CDR3 within SEQ IDANO: 259;

CDR3Avithin SEQ ID NO: 785;
32) the Vy-CDR1, Vy-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
Q ID NO: 758 and the VL-CDR1, Vi-CDR2, V1-CDR3 of the VL.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 786;
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33) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 759 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V/-
CDR3 within SEQ ID NO: 787;

34) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDRA within
SEQ ID NO: 760 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-¢DR2, V-
CDR3 within SEQ ID NO: 788;

35) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, Vi-CDR2, 0 1-CDR3 within
SEQ ID NO: 761 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi-CDR1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 789;

36) the Vi-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V#CDR2, Vi-CDR3 within
SEQ ID NO: 762 and the VL-CDRI1, VL-CDR2, VL-CDR3 of tff VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 790;

37) the Viy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-(DR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 763 and the VL-CDRI1, VL-CDR2, VL-CJIR3 of the VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 791;

38) the Vi-CDR1, Vp-CDR2, Vu-CDR3 offthe Vii-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 764 and the Vi.-CDRI1, VL-CDB£, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
CDR3 within SEQ ID NO: 792;

39) the Vii-CDR1, Vp-CDR2, Vu/ALDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 765 and the Vi.-CDR1 A1 -CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 793;

40) the Vu-CDRI1, Vu-CPR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 766 and the V/-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 794;

43) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 769 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 797;
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44) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 770 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL
CDR3 within SEQ ID NO: 798;

45) the Vu-CDR1, Vg-CDR2, Vg-CDR3 of the Vg-CDR1, Vg-CDR2, Vyg-CDR3
SEQ ID NO: 771 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-C
CDR3 within SEQ ID NO: 799;

46) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, VA-CDR3 within
SEQ ID NO: 772 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDBA, V1.-CDR2, V-
CDR3 within SEQ ID NO: 800;

47) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, V-¢ZDR2, Vi-CDR3 within
SEQ ID NO: 773 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the /1-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 801;

48) the Vu-CDR1, Vg-CDR2, Vy-CDR3 of the Vg-C
SEQ ID NO: 774 and the VL.-CDRI1, VL-CDR2, VL-CD
CDR3 within SEQ ID NO: 802;

49) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of t
SEQ ID NO: 775 and the VL-CDRI1, VL-CDR2
CDR3 within SEQ ID NO: 803;

50) the Vi-CDR1, Vp-CDR2, Vu-CPR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 776 and the VL-CDRI1, V/-CDR2, V.-CDR3 of the VL.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 804;

51) the Vg-CDR1, Vg-CD
SEQ ID NO: 777 and the V-

1, Vu-CDR2, Vu-CDR3 within
of the VL-CDRI1, VL-CDR2, VL-

Vu-CDR1, Vi-CDR2, Vi-CDR3 within
L-CDR3 of the VL-CDRI1, VL-CDR2, V-

, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
R1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, Vi-

CDR3 witffin SEQ ID NO: 807;
4) the Vi-CDR1, Vy-CDR2, Vi-CDR3 of the Vy-CDRI1, Vy-CDR2, Vu-CDR3 within
SE(YID NO: 780 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, Vi-
R3 within SEQ ID NO: 808;
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55) the Vy-CDR1, Vy-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 781 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi-CDR1, V1.-CDR2, V.
CDR3 within SEQ ID NO: 809;

CDR3 within SEQ ID NO: 810; or
57) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vy-CDR2, Vu-CDR3
within SEQ ID NO: 783 and the V1.-CDR1, V1.-CDR2, V1-CDR3 of the V¢
VL-CDR3 within SEQ ID NO: 811.
75. The method of any one of claims 11-74, wherein the anti-al3 antibody or binding
fragment thereof comprises:
1) the heavy chain variable region of SEQ ID NO: 1
region of SEQ ID NO: 161;
2) the heavy chain variable region of SEQ ID
region of SEQ ID NO: 162;
3) the heavy chain variable region of SE(Y/ID NO: 138 and the light chain variable
region of SEQ ID NO: 163;
4) the heavy chain variable region o/ SEQ ID NO: 139 and the light chain variable
region of SEQ ID NO: 164;
5) the heavy chain variable regfon of SEQ ID NO: 140 and the light chain variable
region of SEQ ID NO: 165;
6) the heavy chain varialfle region of SEQ ID NO: 141 and the light chain variable
region of SEQ ID NO: 166;
7) the heavy chain/ariable region of SEQ ID NO: 142 and the light chain variable
region of SEQ ID NO: A67;
8) the heavy fhain variable region of SEQ ID NO: 143 and the light chain variable

and the light chain variable

: 137 and the light chain variable

avy chain variable region of SEQ ID NO: 144 and the light chain variable
region of SPQ ID NO: 169;
the heavy chain variable region of SEQ ID NO: 145 and the light chain variable
regiop/of SEQ ID NO: 170;
11) the heavy chain variable region of SEQ ID NO: 139 and the light chain variable
egion of SEQ ID NO: 171;
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12) the heavy chain variable region of SEQ ID NO: 146 and the light chain variable
region of SEQ ID NO: 172;
13) the heavy chain variable region of SEQ ID NO: 147 and the light chain vari
region of SEQ ID NO: 173;
14) the heavy chain variable region of SEQ ID NO: 148 and the light chajAl variable
region of SEQ ID NO: 174;
15) the heavy chain variable region of SEQ ID NO: 149 and the liglf chain variable
region of SEQ ID NO: 175;
16) the heavy chain variable region of SEQ ID NO: 150 and tffe light chain variable
region of SEQ ID NO: 176;
17) the heavy chain variable region of SEQ ID NO: nd the light chain variable
region of SEQ ID NO: 177,
18) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 178;
19) the heavy chain variable region of SEQ /) NO: 153 and the light chain variable
region of SEQ ID NO: 179;
20) the heavy chain variable region of AEQ ID NO: 154 and the light chain variable
region of SEQ ID NO: 180;
21) the heavy chain variable regijn of SEQ ID NO: 155 and the light chain variable
region of SEQ ID NO: 181;

: 152 and the light chain variable

22) the heavy chain variab,
region of SEQ ID NO: 182;

23) the heavy chain yariable region of SEQ ID NO: 157 and the light chain variable
region of SEQ ID NO:

24) the heavy ghain variable region of SEQ ID NO: 155 and the light chain variable
region of SEQ ID XO: 184;

25) the hfavy chain variable region of SEQ ID NO: 158 and the light chain variable
region of SE¢ ID NO: 185;

26/the heavy chain variable region of SEQ ID NO: 159 and the light chain variable
region #f SEQ ID NO: 186;
27) the heavy chain variable region of SEQ ID NO: 160 and the light chain variable
ifgion of SEQ ID NO: 187
28) the heavy chain variable region of SEQ ID NO: 256 and the light chain variable
region of SEQ ID NO: 258;

region of SEQ ID NO: 156 and the light chain variable
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29) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 259;

30) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 784;

31) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 785;

32) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 786;

33) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 787,

34) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 788;

35) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 789;

36) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 790;

37) the heavy chain variable region of SEQ
region of SEQ ID NO: 791;

38) the heavy chain variable region of

region of SEQ ID NO: 792;

39) the heavy chain variable regigh of SEQ ID NO:

region of SEQ ID NO: 793;
40) the heavy chain variab
region of SEQ ID NO: 79%4;

41) the heavy chain yAriable region of SEQ ID NO:

region of SEQ ID NO: 798;

42) the heavy cMfain variable region of SEQ ID NO:

region of SEQ ID : 796;

43) the helivy chain variable region of SEQ ID NO:

region of SEQAD NO: 797,

EQ ID NO: 798;

regfon of SEQ ID NO: 799;
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: 763 and the light chain variable

: 764 and the light chain variable
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769 and the light chain variable

770 and the light chain variable
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46) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 800;

47) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 801;

48) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 802;

49) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 803;

50) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 804;

51) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 805;

52) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 806;

53) the heavy chain variable region of SEQ
region of SEQ ID NO: 807;

54) the heavy chain variable region of

region of SEQ ID NO: 808;

55) the heavy chain variable regi
region of SEQ ID NO: 809;
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772 and the light chain variable

776 and (e light chain variable

777/and the light chain variable

£ 778 and the light chain variable

: 779 and the light chain variable

: 780 and the light chain variable

: 781 and the light chain variable

: 782 and the light chain variable

: 783 and the light chain variable

binding fragment thepof is selected from the group consisting of TB0O1, TB006, 12G5.D7,

13A12.2E5, 14HA0.2C9, 15F10.2D6,

19B5.2E6, 20D11.2C6, 20HS5.A3,

23H9.2EA4,

2D10.2B2, 3BA1.2G2, 7D8.2D8, F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS,

F846C.2H3,

846TC.14A2, F846TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9,

F847C.1161, F847C.12F12, F847C.26F5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11,

, 847.14H4, 846T.1H2, mIMTO001, 4A11.2B5, 4A11.H1L1, 4A11.H4L2, 4G2.2G6,

6B3/2D3, 6H6.2D6, 9H2.2H10, 13G4.2F8, 13H12.2F8, 15G7.2A7, 19D9.2ES5, 23B10.2B12,
12.2H9, 846.2D4, 846.2F11, 846T.10B1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5,
846T.8D1, 847.10C9, 847.11D6, 847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11,

-333-


bhang
Line


WO 2021/146218 PCT/US2021/013136

847.27B9, 847.28D1, 847.2B8, 847.3B3, 849.1D2, 849.2D7, 849.2F12, 849.4B2, 849.4}12,
849.4F2, 849.5C2, 849.8D12, F847C.21H6, or a binding fragment thereof.
77. The method of any one of claims 11-76, wherein the anti-Gal3 ag#ibody or

binding fragment thereof is selected from the group consisting of TB001, TBOOZ, 12G5.D7,
13A12.2E5, 14H10.2C9, 15F10.2D6, 19B5.2E6, 20D11.2C6, 20HS5.A4, 23H9.2E4,
2D10.2B2, 3B11.2G2, 7D8.2D8, F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS,

F846C.2H3, F846TC.14A2, F846TC.14E4, F846TC.16B5, F846TCAF10, F847C.10B9,
F847C.11B1, F847C.12F12, F847C.26F5, F847C.4B10, F849C.8D10A849C.8H3, 846.2B11,
846.4D5, 846T.4E11, 847.11D6, 847.20H7, 847.21B11, 849.4D2, 849.2D7, 849.2F12,
849.4B2, 849.4F2, or a binding fragment thereof.

78. The method of any one of claims 11-77, wherein fie anti-Gal3 antibody or binding
fragment thereof is selected from the group consisti of TB001, TB0O0O6, 19B5.2E6,
14H10.2C9, 15F10.2D6, 20H5.A3, 23H9.2E4, 2D10.2B2, 7D8.2D8§, F846C.1B2, F846C.1F5,
F846C.1H12, F846C.2H3, F846TC.14E4, F846C.16BS5, F846TC.7F10, F849C.8D10,
846.4D5, 846T.4E11, 847.11D6, 847.20H7, 8A7.21B11, 849.1D2, 849.2D7, 849.2F12,
849.4B2, 849.4F2, or a binding fragment there

79. An anti-Gal3 antibody or bindifg fragment thereof for use in the treatment of a
neurodegenerative disorder in a subject ip/need thereof.

80. The use of claim 79, Avherein the neurodegenerative disorder comprises
inflammation, encephalitis, Alzheigher’s disease, Parkinson’s disease, Huntington’s disease,
traumatic brain injury, spinal injyfy, multiple sclerosis, amyotrophic lateral sclerosis, olfactory
dysfunction, aphasia, Bell’s falsy, transmissible spongiform encephalopathy, Creutzfeldt-
Jakob disease, fatal famjfial insomnia, epilepsy, seizures, neurodevelopment, Tourette’s
syndrome, neuroinfecfous disorders, meningitis, encephalitis, bovine spongiform
encephalopathy, Weg Nile virus encephalitis, Neuro-AIDS, fragile X syndrome, Guillain-
Barre syndrome, gfetastases to the brain, brain cancer, or any combination thereof.

81. Th¢f use of claim 79 or 80, wherein the neurological disorder is Alzheimer’s
disease, and/wherein the anti-Gal3 antibody or binding fragment thereof disrupts binding

between (fal3 and amyloid precursor protein (APP) or AP, or both.
2. The use of claim 81, wherein the APP comprises the sequence of APP695 (SEQ

83. The use of claim 81 or 82, wherein the A comprises AP monomers, Af} oligomers,

AP fibrils, or any combination thereof.
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84. The use of any one of claims 81-83, wherein the AP comprises the sequence
AP42 (SEQ ID NO: 244).

85. The use of any one of claims 81-84, wherein the anti-Gal3 antibody or Jinding
fragment thereof reduces the binding between Gal3 and APP or Af, or both, by at J€ast 50%,
55%,60%, 65%,70%, 15%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, or 99%, or agy percentage
within a range defined by any two aforementioned percentages.

86. The use of any one of claims 79-85, wherein the anti-Gal3 gpftibody or binding
fragment thereof promotes phagocytic function of microglia in the subj

87. The use of any one of claims 79-86, wherein the anti-¢/l3 antibody or binding
fragment thereof inhibits AB-mediated activation of microglia in t subject.

88. The use of claim 87, wherein the AB-mediated actiyation of microglia is inhibited
by at least 50%, 55%, 60%, 65%, 10%, 15%, 80%, 85%, 90Y, 95%, 96%, 97%, 98%, or 99%,
or any percentage within a range defined by any two aforghnentioned percentages.

89. The use of any one of claims 79-88, whefein the anti-Gal3 antibody or binding
fragment thereof inhibits AP fibril or oligomer for

90. The use of claim 89, wherein the A
least 50%, 55%, 60%, 65%, 10%, 75%, 80%/85%, 90%, 95%, 96%, 97%., 98%, or 99%, or

any percentage within a range defined by afy two aforementioned percentages.

tion in the subject.

ibril or oligomer formation is inhibited by at

91. The use of any one of claips 79-90, wherein the anti-Gal3 antibody or binding
fragment thereof disrupts an interacfon between Gal3 and Toll-like receptor 4 (TLR4) or
eloid cells 2 (TREM2), or both.

92. The use of claim 9}, wherein the interaction between Gal3 and TLR4 or TREM?2,
50%, 55%, 60%, 65%, 10%, 15%, 80%, 85%, 90%, 95%, 96%,

y percentage within a range defined by any two aforementioned

triggering receptor expressed on

or both is disrupted by at le
97%, 98%, or 99%, or
percentages.

93. An antj/Gal3 antibody or binding fragment thereof for use in the treatment of a
proteopathy in a

94.

bject in need thereof.

e use of claim 93, wherein the proteopathy comprises Alzheimer’s disease,
cerebral B-#Amyloid angiopathy, retinal ganglion cell degeneration in glaucoma, Parkinson’s
disease,/Lewy dementia, multiple system atrophy, synucleinopathy, Pick’s disease,
basal degeneration, taupathy, frontotemporal lobar degeneration, Huntington’s disease,
deftatorubropallidoluysian atrophy, spinal and bulbal muscular atrophy, spinocerebellar
taxia, fragile X syndrome, Baratela-Scott syndrome, Freidrich’s ataxia, myotonic dystrophy,

Alexander disease, familial British dementia, familial Danish dementia, Palizaeus-Merzbacher
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disease, seipinopathy, AA (secondary) amyloidosis, type Il diabetes, fibrinogen amyloidosis,

dialysis amyloidosis, inclusion body myositis/myopathy, familial amyloidotic neuropathy,

combination thereof.

95. An anti-Gal3 antibody or binding fragment thereof for fise in promoting
neuronal regeneration in a subject in need thereof.

96. The use of claim 95, wherein the subject comprisg€ neuronal degeneration
associated with inflammation, encephalitis, Alzheimer’s disfase, Parkinson’s disease,
Huntington’s disease, traumatic brain injury, spinal injury, pfultiple sclerosis, amyotrophic
lateral sclerosis, olfactory dysfunction, aphasia, Bell’s fpalsy, transmissible spongiform
encephalopathy, Creutzfeldt-Jakob disease, fatal fagfilial insomnia, epilepsy, seizures,
neurodevelopment, Tourette’s syndrome, neuroinfecffous disorders, meningitis, encephalitis,
bovine spongiform encephalopathy, West Nile yirus encephalitis, Neuro-AIDS, fragile X
syndrome, Guillain-Barre syndrome, metastasefto the brain, brain cancer, or any combination
thereof.

97. The use of claim 96, whfrein the neuronal degeneration is associated with
Alzheimer’s disease, and wherein the Anti-Gal3 antibody or binding fragment thereof disrupts
binding between Gal3 and amyloig/precursor protein (APP) or amyloid beta (AB), or both, in
the subject.

98. The use of any one of claims 95-97, wherein more than one anti-Gal3 antibody
or binding fragment there,

99. The us

fragment thereof bigds to one or more peptides of SEQ ID NOs: 3-26.

is administered to the subject.

f any one of claims 79-98, wherein the anti-Gal3 antibody or binding

R2, and a Vy-CDR3, and (2) a light chain variable region comprising a V1-CDR1, a V-
CDR2, and a V.-CDR3; wherein
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the Vu-CDR1 comprises an amino acid sequence selected from SEQ ID NOs: 27-44,
245-246, 588-615,

the Vu-CDR2 comprises an amino acid sequence selected from SEQ ID NOs: 45460,
247-248, 616-643,

the Vu-CDR3 comprises an amino acid sequence selected from SEQ ID N¢s: 61-81,
249-250, 644-671,

the VL-CDRI1 comprises an amino acid sequence selected from SEQ I NOs: 82-101,
251-252, 672-699,

the VL-CDR2 comprises an amino acid sequence selected from SEQ ID NOs: 102-116,
253, 700-727, and

the VL-CDR3 comprises an amino acid sequence selected ffom SEQ ID NOs: 117-135,
254-2585, 728-755.

102.  The use of any one of claims 79-101, whergfn the heavy chain variable region
comprises an amino acid sequence having at least 7o, 80%, 85%, 90%, 95%, or 100%
sequence identity to any sequence according to SE NOs: 136-160, 256-257, 756-783.

103.  The use of any one of claims 79-1¢2, wherein the heavy chain variable region
is selected from the group consisting of SEQ I NOs: 136-160, 256-257, 756-783.

104. The use of any one of claimy 79-103, wherein the light chain variable region
comprises an amino acid sequence havyfg at least 75%, 80%, 85%, 90%, 95%, or 100%
sequence identity to any sequence acgfrding to SEQ ID NOs: 161-187, 258-259, 784-811.

105.  The use of any one A claims 79-104, wherein the light chain variable region is
selected from the group consistjig of SEQ ID NOs: 161-187, 258-259 784-811.

106.  The use of any one of claims 79-105, wherein the anti-Gal3 antibody or binding

fragment thereof comprisgs:

3) the Vy-CDR1, Vy-CDR2, V-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
Q ID NO: 138 and the Vi.-CDRI1, V.-CDR2, VL.-CDR3 of the V.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 163;
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4) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vu-CDR2, Vii-CDR3 within
SEQ ID NO: 139 and the V.-CDRI1, V.-CDR2, VL-CDR3 of the V.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 164;

5) the Vg-CDR1, Vu-CDR2, Vg-CDR3 of the Vyg-CDR1, Vg-CDR2, Vg-CDR3
SEQ ID NO: 140 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-C
CDR3 within SEQ ID NO: 165;

6) the Viu-CDR1, Vy-CDR2, V-CDR3 of the Vy-CDR1, Vi-CDR2, VyACDR3 within
SEQ ID NO: 141 and the V1.-CDRI1, V.-CDR2, VL-CDR3 of the VL.-CDRJ), VL.-CDR2, V-
CDR3 within SEQ ID NO: 166;

7) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vu-CDR1, Vu-COR2, Vii-CDR3 within
SEQ ID NO: 142 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the ¥1.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 167;

8) the Vu-CDR1, V-CDR2, Vi-CDR3 of the Vy-CD}1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 143 and the VL-CDRI1, VL-CDR2, VL-CDRA of the VL-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 168;

9) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of thg/Vi-CDR1, Vu-CDR2, Vii-CDR3 within
SEQ ID NO: 144 and the V1.-CDR1, V.-CDR2, /1 -CDR3 of the VL.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 169;

10) the Vy-CDRI1, Vyp-CDR2, VyADR3 of the Vy-CDRI1, Vy-CDR2, Vu-CDR3
within SEQ ID NO: 145 and the VL-¢/DR1, VL.-CDR2, VL -CDR3 of the V1.-CDRI1, Vi-
CDR2, V.-CDR3 within SEQ ID NO 170;

11) the Vg-CDR1, Vg-CIPR2, Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-CDR3
within SEQ ID NO: 139 andfhe VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, Vr-
CDR2, VL-CDR3 within SE@ ID NO: 171;

12) the Vu-CDR), Vu-CDR2, Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-CDR3
within SEQ ID NO: 446 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, Vr-
CDR2, VL-CDR3 wfthin SEQ ID NO: 172;

13) the Yu-CDR1, Vg-CDR2, Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-CDR3
within SEQ NO: 147 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDRI1, Vi-
CDR2, VLADR3 within SEQ ID NO: 173;

4) the Vu-CDR1, Vg-CDR2, Vg-CDR3 of the Vg-CDR1, Vy-CDR2, Vy-CDR3
withyh SEQ ID NO: 148 and the Vi-CDRI1, Vi-CDR2, V.-CDR3 of the Vi-CDR1, Vi-
CPR2, VL-CDR3 within SEQ ID NO: 174;
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15) the Vu-CDR1, Vg-CDR2, Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-CDR3
within SEQ ID NO: 149 and the Vi-CDRI1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-
CDR2, VL-CDR3 within SEQ ID NO: 175;

16) the Vg-CDR1, Vg-CDR2, Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vg-C
within SEQ ID NO: 150 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CD
CDR2, VL-CDR3 within SEQ ID NO: 176;

17) the Vu-CDR1, Vg-CDR2, Vu-CDR3 of the Vg-CDR1, Vu-CDRZ, Vu-CDR3
within SEQ ID NO: 151 and the V.-CDRI1, VL-CDR2, VL.-CDR3 of th
CDR2, VL-CDR3 within SEQ ID NO: 177,

18) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vg-CDR1, /N u-CDR2, Vg-CDR3
within SEQ ID NO: 152 and the VL-CDRI1, VL-CDR2, VL-CDK3 of the VL.-CDR1, Vr-
CDR2, VL-CDR3 within SEQ ID NO: 178;

19) the Vu-CDR1, Vg-CDR2, Vu-CDR3 of the VA-CDRI1, Vg-CDR2, Vg-CDR3
within SEQ ID NO: 153 and the VL-CDRI1, VL-CDR)Y/ VL-CDR3 of the VL.-CDR1, Vr-
CDR2, VL-CDR3 within SEQ ID NO: 179;

20) the Vg-CDR1, Vug-CDR2, Vu-CDR3 A1 the Vu-CDR1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 154 and the VL-CDR1, #1-CDR2, VL.-CDR3 of the V1.-CDR1, VL-
CDR2, VL-CDR3 within SEQ ID NO: 180;

21) the Vg-CDR1, Vu-CDR2, VA-CDR3 of the Vg-CDRI1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 155 and the VZCDRI, VL-CDR2, VL-CDR3 of the VL.-CDR1, V-
CDR2, VL-CDR3 within SEQ ID : 181;

22) the Vg-CDR1, Vu£DR2, Vg-CDR3 of the Vg-CDR1, Vu-CDR2, Vg-CDR3
within SEQ ID NO: 156 gAd the VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, Vr-
CDR2, V.-CDR3 within JEQ ID NO: 182;

L-CDR3 within SEQ ID NO: 184;
25) the Vg-CDR1, Vug-CDR2, Vu-CDR3 of the Vg-CDR1, Vu-CDR2, Vg-CDR3
ithin SEQ ID NO: 158 and the V1.-CDR1, Vi-CDR2, VL-CDR3 of the V1.-CDR1, V.-
CDR2, VL-CDR3 within SEQ ID NO: 185;
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26) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3
within SEQ ID NO: 159 and the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDRI, Vi-
CDR2, V1 -CDR3 within SEQ ID NO: 186;

27) the Viu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-C
within SEQ ID NO: 160 and the Vi-CDR1, Vi-CDR2, V.-CDR3 of the Vi-CD
CDR2, V1 -CDR3 within SEQ ID NO: 187;

28) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-@DR3 within
SEQ ID NO: 256 and the V.-CDR1, V1-CDR2, V.-CDR3 of the V.-CDRI,
CDR3 within SEQ ID NO: 258;
29) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vir-CDK2, Vi-CDR3 within
SEQ ID NO: 257 and the VL.-CDR1, VL-CDR2, VL.-CDR3 of the VACDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 259;
30) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDRY, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 756 and the VL.-CDR1, VL-CDR2, VL-CDR3A the Vi-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 784;
31) the Vi-CDR1, Vi-CDR?2, Vi-CDR3 of the #1-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 757 and the V1.-CDR1, V1-CDR2, Y-CDR3 of the V1-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 785;
32) the Vi-CDR1, Vi-CDR?2, Vir-CDJ3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 758 and the VL-CDR1, Vi £DR2, Vi-CDR3 of the Vi-CDR1, V.-CDR2, Vi-
CDR3 within SEQ ID NO: 786;
33) the Vi-CDR1, Vi-CDR
SEQ ID NO: 759 and the V1.-C
CDR3 within SEQ ID NO: 7
34) the Vi-CDR1, YA-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 760 and (e VL-CDR1, VL-CDR2, VL-CDR3 of the Vi-CDR1, VL-CDR2, Vi-
CDR3 within SEQ IFNO: 788;
35) the Vi DR 1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 761 and the V.-CDR1, V1-CDR2, Vi-CDR3 of the Vi-CDR1, V.-CDR2, Vi-
CDR3 withif SEQ ID NO: 789;
the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
NO: 762 and the VL.-CDR1, Vi-CDR2, V1-CDR3 of the Vi-CDR1, VL-CDR2, V-
3 within SEQ ID NO: 790;

1-CDR3 of the Vu-CDRI1, Vu-CDR2, Vi-CDR3 within
1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
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37) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 763 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2,
CDR3 within SEQ ID NO: 791;
38) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vy-CD
SEQ ID NO: 764 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi ADR2, V-
CDR3 within SEQ ID NO: 792;
39) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2/Vy-CDR3 within
SEQ ID NO: 765 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CPR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 793;
40) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDRI1, Wi-CDR2, Vi-CDR3 within
SEQ ID NO: 766 and the VL-CDRI1, VL-CDR2, VL-CDR3 of fie VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 794;
41) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vyg/LCDRI1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 767 and the VL-CDRI1, VL-CDR2, VL-¢DR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 795;
42) the Vu-CDR1, Vu-CDR2, Vi-CDR3 gt the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 768 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 796;
43) the Vu-CDR1, Vu-CDR2, VA-CDR3 of the Vig-CDR1, Vg-CDR2, Vi-CDR3 within
SEQ ID NO: 769 and the Vi.-CDR/, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 797;
44) the Vu-CDR1, Va£DR2, Vi-CDR3 of the Vig-CDR1, Vg-CDR2, Vi-CDR3 within
L-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, ViL-
: 798;

within

47) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
EQ ID NO: 773 and the VL.-CDR1, Vi-CDR2, VL-CDR3 of the V.-CDR1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 801;
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48) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 774 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 802;

49) the Vu-CDR1, Vg-CDR2, Vu-CDR3 of the Vg-CDR1, Vg-CDR2, Vy-CDR3 wj
SEQ ID NO: 775 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CD
CDR3 within SEQ ID NO: 803;

50) the Vg-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vi,
SEQ ID NO: 776 and the VL-CDRI1, VL-CDR2, VL.-CDR3 of the VL.-CDR1
CDR3 within SEQ ID NO: 804;

51) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, Vy-CPR2, Vii-CDR3 within
SEQ ID NO: 777 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the Y1-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 805;

52) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, Vii-CDR2, Vi-CDR3 within
SEQ ID NO: 778 and the VL-CDRI1, VL-CDR2, VL-CDRY of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 806;

53) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of t
SEQ ID NO: 779 and the VL-CDRI1, VL-CDR2,
CDR3 within SEQ ID NO: 807;

54) the Vy-CDR1, Vp-CDR2, Vu-CPR3 of the Vii-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 780 and the Vi.-CDRI1, V/-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 808;

55) the Vg-CDR1, Vg-CD
SEQ ID NO: 781 and the V-
CDR3 within SEQ ID NO: $09;

56) the Vii-CDR1I/V-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 782 ang/the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQAD NO: 810; or

DR3 within
L-CDR2, Vi-

u-CDR1, Vu-CDR2, Vg-CDR3 within
L-CDR3 of the VL-CDRI1, VL-CDR2, V-

, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
R1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, Vi-

ent thereof comprises:
1) the heavy chain variable region of SEQ ID NO: 136 and the light chain variable
region of SEQ ID NO: 161;
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2) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 162;

3) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 163;

4) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 164;

5) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 165;

6) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 166;

7) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 167;

8) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 168;
9) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 169;

10) the heavy chain variable region of SEQAD NO:

region of SEQ ID NO: 170;
11) the heavy chain variable region o

region of SEQ ID NO: 171;

regiofof SEQ ID NO: 177,

egion of SEQ ID NO: 178;
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19) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 179;

20) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 180;

21) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 181;

22) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 182;

23) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 183;

24) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 184;
25) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 185;

26) the heavy chain variable region of SEQ WD NO:

region of SEQ ID NO: 186;

27) the heavy chain variable region of YEQ ID NO:

region of SEQ ID NO: 187,
28) the heavy chain variable regi
region of SEQ ID NO: 258;

29) the heavy chain variablgregion of SEQ ID NO:

region of SEQ ID NO: 259;
30) the heavy chain v

region of SEQ ID NO: 78
31) the heavy c

region of SEQ ID N@J: 785;

32) the hegfy chain variable region of SEQ ID NO:

region of SEQ D NO: 786;

33) tfe heavy chain variable region of SEQ ID NO:

QID NO: 787,

regipn of SEQ ID NO: 788;

region of SEQ ID NO: 789;
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36) the heavy chain variable region of SEQ ID NO: 762 and the light chain variable
region of SEQ ID NO: 790;
37) the heavy chain variable region of SEQ ID NO: 763 and the light chain varjible
region of SEQ ID NO: 791;
38) the heavy chain variable region of SEQ ID NO: 764 and the light chaj variable
region of SEQ ID NO: 792;
39) the heavy chain variable region of SEQ ID NO: 765 and the liglf chain variable
region of SEQ ID NO: 793;
40) the heavy chain variable region of SEQ ID NO: 766 and tj light chain variable
region of SEQ ID NO: 794;
41) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 795;
42) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 796;
43) the heavy chain variable region of SEQ Il NO: 769 and the light chain variable
region of SEQ ID NO: 797,
44) the heavy chain variable region of $£Q ID NO: 770 and the light chain variable
region of SEQ ID NO: 798;
45) the heavy chain variable regiof of SEQ ID NO: 771 and the light chain variable
region of SEQ ID NO: 799;
46) the heavy chain variablefegion of SEQ ID NO: 772 and the light chain variable
region of SEQ ID NO: 800;
47) the heavy chain v
region of SEQ ID NO: 80
n variable region of SEQ ID NO: 774 and the light chain variable

767 Aind the light chain variable

768 and the light chain variable

able region of SEQ ID NO: 773 and the light chain variable

49) the hegfy chain variable region of SEQ ID NO: 775 and the light chain variable

heavy chain variable region of SEQ ID NO: 776 and the light chain variable

1) the heavy chain variable region of SEQ ID NO: 777 and the light chain variable
regign of SEQ ID NO: 805;
52) the heavy chain variable region of SEQ ID NO: 778 and the light chain variable
region of SEQ ID NO: 806;
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53) the heavy chain variable region of SEQ ID NO: 779 and the light chain variable
region of SEQ ID NO: 807;

54) the heavy chain variable region of SEQ ID NO: 780 and the light chain variab
region of SEQ ID NO: 808;

55) the heavy chain variable region of SEQ ID NO: 781 and the light chain yariable
region of SEQ ID NO: 809;

56) the heavy chain variable region of SEQ ID NO: 782 and the light ghain variable
region of SEQ ID NO: 810; or

57) the heavy chain variable region of SEQ ID NO: 783 and the fight chain variable
region of SEQ ID NO: 811.

108.  The use of any one of claims 79-107, wherein the antj/sal3 antibody or binding
fragment thereof is selected from the group consisting of /I'B001, TB006, 12G5.D7,
13A12.2E5, 14H10.2C9, 15F10.2D6, 19B5.2E6, 20D1Y/2C6, 20HS5.A3, 23H9.2E4,
2D10.2B2, 3B11.2G2, 7D8.2D8, F846C.1B2, F846CAFS5, F846C.1H12, F846C.1HS,
F846C.2H3, F846TC.14A2, F846TC.14E4, F846TCA6BS, F846TC.7F10, F847C.10B9,
F847C.11B1, F847C.12F12, F847C.26F5, F847C.4BY0, F849C.8D10, F849C.8H3, 846.2B11,
846.4D5, 847.14H4, 846T.1H2, mIMTO01, 4A1)/2B5, 4A11.H1L1, 4A11.H4L2, 4G2.2G6,
6B3.2D3, 6H6.2D6, 9H2.2H10, 13G4.2F8, 13112.2F8, 15G7.2A7, 19D9.2ES5, 23B10.2B12,
24D12.2H9, 846.2D4, 846.2F11, 846T.10B/1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5,
846T.8D1, 847.10C9, 847.11D6, 847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11,
847.27B9, 847.28D1, 847.2B8, 847.363, 849.1D2, 849.2D7, 849.2F12, 849.4B2, 849.4F12,
849.4F2, 849.5C2, 849.8D12, F84LL.21H6, or a binding fragment thereof.
109.  The use of any op€ of claims 79-108, wherein the anti-Gal3 antibody or binding
from the group consisting of TBO001, TB006, 12G5.D7,
15F10.2D6, 19B5.2E6, 20D11.2C6, 20H5.A3, 23H9.2F4,
2D10.2B2, 3B11.2G)Y/ 7D8.2D8, F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS,
F846C.2H3, F846PC.14A2, F846TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9,
F847C.11B1, F8#/C.12F12, F847C.26F5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11,
846.4D5, 84¢T.4E11, 847.11D6, 847.20H7, 847.21B11, 849.1D2, 849.2D7, 849.2F12,

849.4B2,

fragment thereof is select

13A12.2E5, 14H10.2CY,

9.4F2, or a binding fragment thereof.

0.  The use of any one of claims 79-109, wherein the anti-Gal3 antibody or binding
fragpfent thereof is selected from the group consisting of TB0O1, TB006, 19B5.2E6,
10.2C9, 15F10.2D6, 20H5.A3, 23H9.2E4, 2D10.2B2, 7D8.2D8§, F846C.1B2, F846C.1F5,
846C.1H12, F846C.2H3, F846TC.14E4, F846TC.16B5, F846TC.7F10, F849C.8D10,
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846.4D5, 846T.4E11, 847.11D6, 847.20H7, 847.21B11, 849.1D2, 849.2D7, 849.2EA2,
849.4B2, 849.4F2, or a binding fragment thereof.

111.  The use of any one of claims 79-110, wherein the anti-Gal3 antibody gfbinding
fragment thereof is administered enterally, orally, intranasally, parenterally, i
subcutaneously, intramuscularly, intradermally, or intravenously, or any combifation thereof.

112.  The method of any one of claims 11-78, wherein the antifal3 antibody or
binding fragment thereof is able to cross the blood-brain barrier.

113.  The use of any one of claims 79-111, wherein the anti-GAI3 antibody or binding
fragment thereof is able to cross the blood-brain barrier.

114.  An antibody conjugate comprising:

an anti-Gal3 antibody or binding fragment thereof; a

a payload conjugated to the anti-Gal3 antibody orbinding fragment thereof, wherein

the antibody conjugate is able to cross a blood-bfain barrier.

115.  The antibody conjugate of claim 114, #/herein the payload is not independently
capable of crossing the blood-brain barrier or hg§ low permeability across the blood-brain
barrier without being conjugated to the anti-Ggf5 antibody or binding fragment thereof.
116.  The antibody conjugate of clg#m 114 or 115, wherein conjugation of the payload
to the anti-Gal3 antibody or binding fragn#ent thereof increases the permeability of the payload
across the blood-brain barrier by at lefst 5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%,
90%, 100%, 200%, 300%, 400%, off 500%, or any increase within a range defined by any two
of the aforementioned percentag#s, compared to the unconjugated payload.
117.  The antibody ¢hnjugate of any one of claims 114-116, wherein the permeability
of the payload across the Jlood-brain barrier is less than 95%, 90%, 80%, 70%, 60%, 50%,
40%, 30%, 20%, 10%, %, 8%, 1%, 6%, 5%, 4%, 3%, 2%, or 1% of the permeability of the
antibody conjugate afross the blood-brain barrier.
118.

the anti-Gal3

antibody conjugate of any one of claims 114-117, wherein the payload or
tibody or binding fragment thereof, or both, is used to treat a neurological
disorder thay/is treated in the brain.

The antibody conjugate of any one of claims 114-118, wherein the neurological
disordgr comprises inflammation, encephalitis, Alzheimer’s disease, Parkinson’s disease,
Hugflington’s disease, traumatic brain injury, spinal injury, multiple sclerosis, amyotrophic
teral sclerosis, olfactory dysfunction, aphasia, Bell’s palsy, transmissible spongiform
encephalopathy, Creutzfeldt-Jakob disease, fatal familial insomnia, epilepsy, seizures,

neurodevelopment, Tourette’s syndrome, neuroinfectious disorders, meningitis, encephalitis,
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bovine spongiform encephalopathy, West Nile virus encephalitis, Neuro-AIDS, fragile X
syndrome, Guillain-Barre syndrome, metastases to the brain, or brain cancer, or any
combination thereof.

120.  The antibody conjugate of any one of claims 114-119, wherein the payload is
cytotoxic payload, microtubule disrupting agent, DNA modifying agent, Akt inhilftor,
polymerase inhibitor, detectable moiety, immunomodulatory agent, immune mgdulator,
immunotoxin, nucleic acid polymer, aptamer, peptide, protein, enzyme, or any ¢
thereof.

121.  The antibody conjugate of any one of claims 114-120, whereiy/the payload is a
second antibody.

122.  The antibody conjugate of claim 121, wherein the sfcond antibody is not
independently capable of crossing the blood-brain barrier or has Ig# permeability across the
blood-brain barrier without being conjugated to the anti-Gal3 ghtibody or binding fragment
thereof.

123.  The antibody conjugate of any one of claimy 114-122, wherein the blood-brain
barrier is a mammalian blood-brain barrier.

124.  The antibody conjugate of any one offlaims 114-123, wherein the blood-brain
barrier is a human blood-brain barrier.

125. The antibody conjugate of any/one of claims 114-124, wherein the antibody
conjugate is formulated to be administgfed enterally, orally, intranasally, parenterally,
intracranially, subcutaneously, intramyScularly, intradermally, or intravenously, or any
combination thereof.

126. The antibody conjyfate of any one of claims 114-125, wherein the anti-Gal3
antibody or binding fragment tjfereof binds to one or more peptides of SEQ ID NOs: 3-26.

127.  The antibody/conjugate of any one of claims 114-126, wherein the anti-Gal3
antibody or binding fraggent thereof binds to the N-terminal domain of Gal3, N-terminus of
Gal3, or the tandem rgheat domain (TRD) of Gal3.

128.  The/antibody conjugate of any one of claims 114-127, wherein the anti-Gal3
antibody or bining fragment thereof belongs to bin 3, 8, 17, or 24.

129. / The antibody conjugate of any one of claims 114-128, wherein the anti-Gal3
antibody g binding fragment thereof disrupts an interaction between Gal3 and an antibody that
tobin 3, 8, 17 or 24.

130. The antibody conjugate of any one of claims 114-129, wherein the anti-Gal3

tibody or binding fragment thereof comprising (1) a heavy chain variable region comprising
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a Vu-CDR1, a Vu-CDR2, and a Vi-CDR3, and (2) a light chain variable region comprising a
V1-CDRI1, a VL.-CDR2, and a V1 -CDR3; wherein
the Vu-CDR1 comprises an amino acid sequence selected from SEQ ID NOs: 27-
245-246, 588-615,
the Vu-CDR2 comprises an amino acid sequence selected from SEQ ID NOg#: 45-60,
247-248, 616-643,
the Vu-CDR3 comprises an amino acid sequence selected from SEQ I NOs: 61-81,
249-250, 644-671,
the VL-CDRI1 comprises an amino acid sequence selected from SEQ ID NOs: 82-101,
251-252, 672-699,
the VL-CDR2 comprises an amino acid sequence selected frgm SEQ ID NOs: 102-116,
253, 700-727, and
the VL.-CDR3 comprises an amino acid sequence selegfed from SEQ ID NOs: 117-135,
254-2585, 728-755.
131.  The antibody conjugate of any one of clfims 114-130, wherein the heavy chain
variable region comprises an amino acid sequence hAving at least 75%, 80%, 85%, 90%, 95%,
or 100% sequence identity to any sequence accorging to SEQ ID NOs: 136-160, 256-257, 756-
783.
132.  The antibody conjugate of gy one of claims 114-131, wherein the heavy chain
variable region is selected from the groyf consisting of SEQ ID NOs: 136-160, 256-257, 756-
783.
133.  The antibody conjyfgate of any one of claims 114-132, wherein the light chain
ino acid sequence having at least 75%, 80%, 85%, 90%, 95%,

any sequence according to SEQ ID NOs: 161-187, 258-259, 784-

variable region comprises an
or 100% sequence identity
811.
134.  The agfibody conjugate of any one of claims 114-133, wherein the light chain
variable region is g€lected from the group consisting of SEQ ID NOs: 161-187, 258-259, 784-
811.
135.
antibody #r binding fragment thereof comprises:
) the Vg-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDRI1, Vu-CDR2, Vy-CDR3 within
SE@ ID NO: 136 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, V-

R3 within SEQ ID NO: 161;

The antibody conjugate of any one of claims 114-134, wherein the anti-Gal3
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2) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDRI1, Vy-CDR2, Viu-CDR3 within
SEQ ID NO: 137 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 162;

3) the Vu-CDR1, Vu-CDR2, Vii-CDR3 of the Vy-CDR1, Vi-CDR2, Vu-CDR3 wij
SEQ ID NO: 138 and the VL-CDRI1, VL-CDR2, V.-CDR3 of the VL.-CDR1, VL-CD
CDR3 within SEQ ID NO: 163;

4) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDRI1, Vy-CDR2, Vu-¢#ZDR3 within
SEQ ID NO: 139 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1
CDR3 within SEQ ID NO: 164;

5) the Vu-CDR1, Vu-CDR2, Vii-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 140 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the V/-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 165;

6) the Viu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDRY, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 141 and the VL-CDRI1, VL-CDR2, VL-CDR3/0f the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 166;

7) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the #1-CDR1, Vy-CDR2, V-CDR3 within
SEQ ID NO: 142 and the VL-CDRI1, VL-CDR2, Y -CDR3 of the VL.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 167;

8) the Vg-CDR1, Vu-CDR2, Vug-CD
SEQ ID NO: 143 and the VL-CDRI1, Vi,
CDR3 within SEQ ID NO: 168;

9) the Vu-CDRI1, Vg-CDR2
SEQ ID NO: 144 and the V.-C
CDR3 within SEQ ID NO: 1

10) the Vu-CDRI1, Wii-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 145 and e VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ IF NO: 170;

11) the VuLDRI, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: })39 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 withif SEQ ID NO: 171;
the Viu-CDR1, V-CDR2, Vy-CDR3 of the Vy-CDRI1, Vu-CDR2, Vu-CDR3 within
NO: 146 and the VL.-CDR1, VL.-CDR2, VL-CDR3 of the V1.-CDRI1, VL.-CDR2, V-
3 within SEQ ID NO: 172;

of the Vy-CDR1, Vu-CDR2, Vu-CDR3 within
DR2, V1 -CDR3 of the V.-CDRI1, V.-CDR2, V-

1-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
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13) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 147 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 173;

14) the Vg-CDR1, Vu-CDR2, Vg-CDR3 of the Vg-CDR1, Vg-CDR2, Vyg-CDR3
SEQ ID NO: 148 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, Vi-
CDR3 within SEQ ID NO: 174;

15) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi#CDR3 within
SEQ ID NO: 149 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR/, VL.-CDR2, V-
CDR3 within SEQ ID NO: 175;

16) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, V-¢ZDR2, Vi-CDR3 within
SEQ ID NO: 150 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the/V1-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 176;

17) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CJPR1, Vii-CDR2, Vi-CDR3 within
SEQ ID NO: 151 and the VL-CDRI1, VL-CDR2, VL-CDK3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 177;

18) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of fie Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 152 and the Vi-CDRI1, VL-CDRZ, V1-CDR3 of the Vi.-CDRI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 178;

19) the Vu-CDR1, Vu-CDR2, ViZDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 153 and the Vi.-CDR1,A1-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 179;

20) the Vu-CDR1, Vu-CPR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 154 and the Y-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, V-
CDR3 within SEQ ID N@: 180;

21) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 155 /4nd the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 181;

ithin SEQ ID NO: 182;
23) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
EQ ID NO: 157 and the V.-CDR1, Vi-CDR2, VL-CDR3 of the V.-CDR1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 183;
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24) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 155 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 184;

25) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 witfin
SEQ ID NO: 158 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR/Z, Vi-
CDR3 within SEQ ID NO: 185;

26) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-¢ZDR3 within
SEQ ID NO: 159 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1A1-CDR2, V-
CDR3 within SEQ ID NO: 186;

27) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CPR2, Vi-CDR3 within
SEQ ID NO: 160 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the Y-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 187;

28) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDJX1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 256 and the VL-CDRI1, VL-CDR2, VL-CDRZ of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 258;

29) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of thf Vii-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 257 and the Vi.-CDRI1, VL-CDR2 V1 -CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 259;

30) the Vy-CDR1, Vp-CDR2, Vu-CPR3 of the Vii-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 756 and the Vi.-CDRI1, Y -CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 784;

31) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 757 and the VI/ACDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO/78S;

CDR3 yfithin SEQ ID NO: 787;
34) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
Q ID NO: 760 and the VL-CDR1, Vi-CDR2, V1-CDR3 of the VL.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 788;
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35) the Vi-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 761 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 789;

36) the Vg-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vg-CDR2, Vg-CDR3
SEQ ID NO: 762 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, V.-C
CDR3 within SEQ ID NO: 790;

37) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vii-CDR1, V-CDR2, VA CDR3 within
SEQ ID NO: 763 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDBA, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 791;

38) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDRI, Vi,
SEQ ID NO: 764 and the VL-CDRI1, VL-CDR2, VL-CDR3 of th
CDR3 within SEQ ID NO: 792;

39) the Vii-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CPPR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 765 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 793;

40) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of fhe Vii-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 766 and the Vi.-CDRI1, VL-CDRZ, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 794;

41) the Vu-CDRI1, Vu-CDR2, Vi LDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 767 and the Vi.-CDR1 A1 -CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 795;

42) the Vu-CDRI1, Vi-

DR2, Vi-CDR3 within
L-CDR1, VL-CDR2, V-

R2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 768 and the Y-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID N@: 796;

43) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 769 And the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SFQ ID NO: 797;

45) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
Q ID NO: 771 and the VL-CDR1, V1-CDR2, V1-CDR3 of the VL.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 799;

-353-



bhang
Line


WO 2021/146218 PCT/US2021/013136

46) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 772 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 800;
47) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 wighin
SEQ ID NO: 773 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CD
CDR3 within SEQ ID NO: 801;
48) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-¢ZDR3 within
SEQ ID NO: 774 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1
CDR3 within SEQ ID NO: 802;
49) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CIPR2, Vi-CDR3 within
SEQ ID NO: 775 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the Yf-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 803;
50) the Vii-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDBA, Vii-CDR2, Vi-CDR3 within
SEQ ID NO: 776 and the VL-CDRI1, VL-CDR2, VL-CDRYof the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 804;
51) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of thg/Vii-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 777 and the Vi.-CDRI1, VL-CDR2, #1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
CDR3 within SEQ ID NO: 805;
52) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vii-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 778 and the Vi.-CDRI1, V¥CDR2, V1-CDR3 of the Vi.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 806;
53) the Vg-CDR1, Vg-CD
SEQ ID NO: 779 and the Vi-

, Vi-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
R1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, Vi-

CDR3 wighin SEQ ID NO: 809;

6) the Vu-CDR1, Vu-CDR2, Vii-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SE@ ID NO: 782 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
R3 within SEQ ID NO: 810; or
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57) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 783 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 811.

136. The antibody conjugate of any one of claims 114-135, wherein the anti-(#al3
antibody or binding fragment thereof comprises:

1) the heavy chain variable region of SEQ ID NO: 136 and the light chaj
region of SEQ ID NO: 161;

2) the heavy chain variable region of SEQ ID NO: 137 and the ligt chain variable
region of SEQ ID NO: 162;

3) the heavy chain variable region of SEQ ID NO: 138 and gffe light chain variable
region of SEQ ID NO: 163;

4) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 164;

5) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 165;

variable

13%/and the light chain variable

: 140 and the light chain variable

6) the heavy chain variable region of SEQ
region of SEQ ID NO: 166;
7) the heavy chain variable region of AEQ ID NO: 142 and the light chain variable
region of SEQ ID NO: 167,
8) the heavy chain variable regjfn of SEQ ID NO: 143 and the light chain variable
region of SEQ ID NO: 168;

: 141 and the light chain variable

9) the heavy chain variab,

region of SEQ ID NO: 169;

region of SEQ ID NO: 144 and the light chain variable

ariable region of SEQ ID NO: 145 and the light chain variable

hain variable region of SEQ ID NO: 139 and the light chain variable

12) the ieavy chain variable region of SEQ ID NO: 146 and the light chain variable

the heavy chain variable region of SEQ ID NO: 147 and the light chain variable

regiop/of SEQ ID NO: 173;

14) the heavy chain variable region of SEQ ID NO: 148 and the light chain variable
egion of SEQ ID NO: 174;
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15) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 175;

16) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 176;

17) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 177,

18) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 178;

19) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 179;

20) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 180;

21) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 181;

22) the heavy chain variable region of SEQ ID XO:

region of SEQ ID NO: 182;

23) the heavy chain variable region of SE@ ID NO:

region of SEQ ID NO: 183;

24) the heavy chain variable region At SEQ ID NO:

region of SEQ ID NO: 184;
25) the heavy chain variable
region of SEQ ID NO: 185;

26) the heavy chain vargble region of SEQ ID NO:

region of SEQ ID NO: 186;
27) the heavy chgf
region of SEQ ID NOQ/187

regibn of SEQ ID NO: 784;

region of SEQ ID NO: 785;
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32) the heavy chain variable region of SEQ ID NO: 758 and the light chain variable
region of SEQ ID NO: 786;

33) the heavy chain variable region of SEQ ID NO: 759 and the light chain v
region of SEQ ID NO: 787;

34) the heavy chain variable region of SEQ ID NO: 760 and the light ch/n variable
region of SEQ ID NO: 788;

35) the heavy chain variable region of SEQ ID NO: 761 and the light chain variable
region of SEQ ID NO: 789;

36) the heavy chain variable region of SEQ ID NO: e light chain variable
region of SEQ ID NO: 790;

37) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 791;

38) the heavy chain variable region of SEQ ID
region of SEQ ID NO: 792;

39) the heavy chain variable region of SEQAD NO: 765 and the light chain variable
region of SEQ ID NO: 793;

40) the heavy chain variable region of/SEQ ID NO: 766 and the light chain variable
region of SEQ ID NO: 794;

41) the heavy chain variable regfon of SEQ ID NO: 767 and the light chain variable
region of SEQ ID NO: 795;

42) the heavy chain variabfe region of SEQ ID NO: 768 and the light chain variable
region of SEQ ID NO: 796;

43) the heavy chainfariable region of SEQ ID NO: 769 and the light chain variable
region of SEQ ID NO: 747,

44) the heavy £hain variable region of SEQ ID NO: 770 and the light chain variable
region of SEQ ID XO: 798;

45) the PRavy chain variable region of SEQ ID NO: 771 and the light chain variable
region of SE# ID NO: 799;
the heavy chain variable region of SEQ ID NO: 772 and the light chain variable
region At SEQ ID NO: 800;
47) the heavy chain variable region of SEQ ID NO: 773 and the light chain variable
‘oion of SEQ ID NO: 801;

48) the heavy chain variable region of SEQ ID NO: 774 and the light chain variable

region of SEQ ID NO: 802;

762 and the light chain variable

: 764 and the light chain variable
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49) the heavy chain variable region of SEQ ID NO: 775 and the light chain variable
region of SEQ ID NO: 803;

50) the heavy chain variable region of SEQ ID NO: 776 and the light chain variab
region of SEQ ID NO: 804;

51) the heavy chain variable region of SEQ ID NO: 777 and the light chain
region of SEQ ID NO: 805;

52) the heavy chain variable region of SEQ ID NO: 778 and the light
region of SEQ ID NO: 806;

53) the heavy chain variable region of SEQ ID NO: 779 and the Jght chain variable
region of SEQ ID NO: 807;

54) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 808;

55) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 809;

56) the heavy chain variable region of SEQ ID XO: 782 and the light chain variable
region of SEQ ID NO: 810; or

57) the heavy chain variable region of SE@ ID NO: 783 and the light chain variable
region of SEQ ID NO: 811.

137. The antibody conjugate of a

ain variable

the light chain variable

1 and the light chain variable

one of claims 114-136, wherein the anti-Gal3
antibody or binding fragment thereof is s@lected from the group consisting of TB001, TBOO6,
12G5.D7, 13A12.2E5, 14H10.2C9, 15£10.2D6, 19B5.2E6, 20D11.2C6, 20HS5.A3, 23H9.2EA4,
2D10.2B2, 3B11.2G2, 7D8.2D8/ F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS,
F846C.2H3, F846TC.14A2, Ep46TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9,
F847C.11B1, F847C.12F12, p847C.26F5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11,
846.4D5, 847.14H4, 846 Y 1H2, mIMTO001, 4A11.2B5, 4A11.H1L1, 4A11.H4L2, 4G2.2G6,
6B3.2D3, 6H6.2D6, 9K2.2H10, 13G4.2F8, 13H12.2F8, 15G7.2A7, 19D9.2E5, 23B10.2B12,
24D12.2H9, 846.2D4, 846.2F11, 846T.10B1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5,
846T.8D1, 847.1pC9, 847.11D6, 847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11,
847.27B9, 84/28D1, 847.2B8, 847.3B3, 849.1D2, 849.2D7, 849.2F12, 849.4B2, 849.4F12,
849.4F2, 84H.5C2, 849.8D12, F847C.21H6, or a binding fragment thereof.

8. The antibody conjugate of any one of claims 114-137, wherein the anti-Gal3
antibgdy or binding fragment thereof is selected from the group consisting of TB001, TBOO6,
5.D7, 13A12.2E5, 14H10.2C9, 15F10.2D6, 19B5.2E6, 20D11.2C6, 20H5.A3, 23H9.2E4,
D10.2B2, 3B11.2G2, 7D8.2D8, F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS5,
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F846C.2H3, F846TC.14A2, F846TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9,
F847C.11B1, F847C.12F12, F847C.26F5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11,
846.4D5, 846T.4E11, 847.11D6, 847.20H7, 847.21B11, 849.1D2, 849.2D7, 849.2F12,
849.4B2, 849.4F2, or a binding fragment thereof.

139. The antibody conjugate of any one of claims 114-138, wherein the anti/al3

F849C.8D10, 846.4D5, 846T.4E11, 847.11D6, 847.20H7, 847.21B11, 840.1D2, 849.2D7,
849.2F12, 849.4B2, 849.4F2, or a binding fragment thereof.

140. The antibody conjugate of any one of claims 114-139, wherein the anti-Gal3
antibody or binding fragment thereof disrupts an interaction betyfeen Gal3 and an antibody
selected from 846.4D5, 15F10.2D6, F846C.1B2, and F846C.1}A12.

141. A multi-specific antibody comprising a first #inding domain that binds to Gal3
and a second binding domain that binds to a therapeutic {rget molecule located in the brain of
a subject.

142.  The multi-specific antibody of claifh 141, wherein the second binding domain
is not independently capable of crossing the blghd-brain barrier or has low permeability across
the blood-brain barrier without being conjugdted to the anti-Gal3 antibody or binding fragment
thereof.

143.  The multi-specific angbody of claim 141 or 142, wherein the permeability of
the second binding domain acrosg/the blood-brain barrier is less than 95%, 90%, 80%, 70%,
60%, 50%, 40%, 30%, 20%./10%, 9%, 8%, 1%, 6%, 5%, 4%, 3%, 2%, or 1% of the
permeability of the multi-spécific antibody across the blood-brain barrier.

144. The mult¥specific antibody of any one of claims 141-143, wherein the first
binding domain that Ands to Gal3 belongs to bin 3, 8, 17, or 24.

145.  Thg/multi-specific antibody of any one of claims 141-144, wherein the first
binding domaiyf that binds to Gal3 disrupts an interaction between Gal3 and an antibody that
belongs to bn 3, 8, 17 or 24.

6. The multi-specific antibody of any one of claims 141-145, wherein the first
bindifg domain that binds to Gal3 competes with an antibody that belongs to bins 3, 8, 17 or
24/for binding to Gal3.
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147.  The multi-specific antibody of any one of claims 141-146, wherein the first
binding domain that binds to Gal3 is a binding domain of the anti-Gal3 antibody or binding
fragment thereof of any one of the antibody conjugates of claims 114-140.

148. A pharmaceutical composition comprising the antibody conjugate of any onf of
claims 114-140 or the multi-specific antibody of any one of claims 141-147 and at le#st one
pharmaceutically acceptable diluent, excipient, or carrier.

149. A method of delivering a payload to the central nervous system gf a subject in
need thereof, comprising administering to the subject an antibody conjugat comprising an
anti-Gal3 antibody or binding fragment thereof and a payload conjugatgd to the anti-Gal3
antibody or binding fragment thereof, wherein the antibody conjugate ig/able to cross a blood-
brain barrier.

150. A method of increasing the permeability of a payload across the blood-brain
barrier of a subject in need thereof, comprising conjugating gff anti-Gal3 antibody or binding
fragment thereof to the payload to form an antibody conjugéte.

151.  The method of claim 150, further comppfsing administering to the subject the
antibody conjugate.

152. The method of any one of claigS 149-151, wherein the payload does not
normally cross the blood-brain barrier.

153. The method of any one of cjfims 149-152, wherein conjugating the payload to
the anti-Gal3 antibody or binding fragmént thereof increases the permeability of the payload
across the blood-brain barrier by at Jfast 5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%,
90%, 100%, 200%, 300%, 400%, 41 500%, or any increase within a range defined by any two
of the aforementioned percentgfes, compared to the unconjugated payload.

154. The method Of any one of claims 149-153, wherein the permeability of the
payload across the bloogbrain barrier is less than 95%, 90%, 80%, 70%, 60%, 50%, 40%,
30%, 20%, 10%, 9% %, 1%, 6%, 5%, 4%, 3%, 2%, or 1% of the permeability of the antibody

ysfunction, aphasia, Bell’s palsy, transmissible spongiform encephalopathy, Creutzfeldt-

Jakob disease, fatal familial insomnia, epilepsy, seizures, neurodevelopment, Tourette’s
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syndrome, neuroinfectious disorders, meningitis, encephalitis, bovine spongiform
encephalopathy, West Nile virus encephalitis, Neuro-AIDS, fragile X syndrome, Guillain
Barre syndrome, metastases to the brain, or brain cancer, or any combination thereof.

157. The method of any one of claims 149-156, wherein the payload is a cyybtoxic
payload, microtubule disrupting agent, DNA modifying agent, Akt inhibitor, pgAymerase
inhibitor, detectable moiety, immunomodulatory agent, immune modulator, ipAmunotoxin,
nucleic acid polymer, aptamer, peptide, protein, enzyme, or any combination tfereof.

158. The method of any one of claims 149-157, wherein the fayload is second
antibody.

159.  The method of any one of claims 149-158, wherein th€ second antibody is not
independently capable of crossing the blood-brain barrier or has ow permeability across the
blood-brain barrier without being conjugated to the anti-Gal3/antibody or binding fragment
thereof.

160. The method of any one of claims 149-159 wherein the subject is a mammal.

161. The method of any one of claims 149- 60, wherein the subject is a human.

162. The method of any one of claims J9-161, wherein the antibody conjugate is
administered enterally, orally, intranasally, Aarenterally, intracranially, subcutaneously,
intramuscularly, intradermally, or intravenoyély, or any combination thereof.

163. The method of any one of/claims 149-162, wherein the anti-Gal3 antibody or
binding fragment thereof binds to one Ar more peptides of SEQ ID NOs: 3-26.

164. The method of any #ne of claims 149-163, wherein the anti-Gal3 antibody or
binding fragment thereof binds y the N-terminal domain of Gal3, N-terminus of Gal3, or the
tandem repeat domain (TRD Yot Gal3.

165. The method of any one of claims 149-164, wherein the anti-Gal3 antibody or
binding fragment theredf belongs to bin 3, 8, 17, or 24.

166. The phethod of any one of claims 149-165, wherein the anti-Gal3 antibody or
binding fragmenythereof disrupts an interaction between Gal3 and an antibody that belongs to

bin 3, 8, 17 oy/24.

168. The method of any one of claims 149-167, wherein the anti-Gal3 antibody or

binding fragment thereof comprising (1) a heavy chain variable region comprising a Vu-CDR1,
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a Vu-CDR2, and a Vu-CDR3, and (2) a light chain variable region comprising a V1.-CDRI1, a
V1-CDR2, and a VL-CDR3; wherein

the Vu-CDR1 comprises an amino acid sequence selected from SEQ ID NOs: 27-44,
245-246, 588-615,

the Vu-CDR2 comprises an amino acid sequence selected from SEQ ID NOs:
247-248, 616-643,

the Vu-CDR3 comprises an amino acid sequence selected from SEQ ID WOs: 61-81,
249-250, 644-671,

the VL-CDRI1 comprises an amino acid sequence selected from SEQ/ID NOs: 82-101,
251-252, 672-699,

the VL-CDR2 comprises an amino acid sequence selected frorp/SEQ ID NOs: 102-116,
253, 700-727, and

the VL.-CDR3 comprises an amino acid sequence selectgdl from SEQ ID NOs: 117-135,
254-2585, 728-755.

169. The method of any one of claims 149-
st 75%, 80%, 85%, 90%, 95%, or 100%

ID NOs: 136-160, 256-257, 756-783.

, wherein the heavy chain variable
region comprises an amino acid sequence having at |
sequence identity to any sequence according to S
170. The method of any one of clajfis 149-169, wherein the heavy chain variable
region is selected from the group consisting/of SEQ ID NOs: 136-160, 256-257, 756-783.
171.  The method of any onef claims 149-170, wherein the light chain variable
region comprises an amino acid sequ#nce having at least 75%, 80%, 85%, 90%, 95%, or 100%
sequence identity to any sequencg/according to SEQ ID NOs: 161-187, 258-259, 784-811.
172.  The method offany one of claims 149-171, wherein the light chain variable
region is selected from the £roup consisting of SEQ ID NOs: 161-187, 258-259, 784-811.
173. The metfod of any one of claims 149-172, wherein the anti-Gal3 antibody or
binding fragment thgfeof comprises:
1) the Vu£DR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO:A36 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, V-
CDR3 witifn SEQ ID NO: 161;
the Vu-CDR1, Vu-CDR2, Vy-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SE(Y/ID NO: 137 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, VL-CDR2, V-
R3 within SEQ ID NO: 162;
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3) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vu-CDR2, Vy-CDR3 within
SEQ ID NO: 138 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
CDR3 within SEQ ID NO: 163;

4) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDRI1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 139 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V#£
CDR3 within SEQ ID NO: 164;

5) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vu-CDRY within
SEQ ID NO: 140 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-¢DR2, V-
CDR3 within SEQ ID NO: 165;

6) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vu-CDR2, K 1-CDR3 within
SEQ ID NO: 141 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CPR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 166;

7) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDRI1, VA-CDR2, Vi-CDR3 within
SEQ ID NO: 142 and the VL-CDRI1, VL-CDR2, VL-CDR3 of he VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 167;

8) the Vu-CDRI1, Vy-CDR2, V-CDR3 of the Vu£DR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 143 and the Vi.-CDRI1, VL-CDR2, VL-(/DR3 of the Vi.-CDRI1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 168;

9) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDR1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 144 and the VL-CDRI1, VL-CDR2, VL.-CDR3 of the VL.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 169;

10) the Vu-CDR1, Vu-CDR2, f1-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 145 and the VL-CDRA, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 170,

11) the Vu-CDRI1, VyALDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
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14) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 148 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 174;

15) the Vg-CDR1, Vu-CDR2, Vg-CDR3 of the Vg-CDR1, Vyg-CDR2, Vyg-CDR3
SEQ ID NO: 149 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 175;

16) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, VyACDR3 within
SEQ ID NO: 150 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRY, VL.-CDR2, V-
CDR3 within SEQ ID NO: 176;

17) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-G/DR2, V-CDR3 within
SEQ ID NO: 151 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the #1-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 177;

18) the Vu-CDR1, Vg-CDR2, Vy-CDR3 of the Vg-C
SEQ ID NO: 152 and the VL.-CDRI1, VL-CDR2, VL-CD
CDR3 within SEQ ID NO: 178;

19) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of gfe Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 153 and the Vi.-CDRI1, VL-CDR2/V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 179;

20) the Vy-CDR1, Vu-CDR2, Vi-(DR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 154 and the Vi.-CDRI1, Y1 -CDR2, V1-CDR3 of the Vi.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 180;

21) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 155 and the Vi/CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO/181;

1, Vu-CDR2, Vu-CDR3 within
of the VL-CDRI1, VL-CDR2, VL-

24) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SKQ ID NO: 155 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 184;
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25) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 158 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 185;

26) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 withy
SEQ ID NO: 159 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL.-CDRY/ V-
CDR3 within SEQ ID NO: 186;

27) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-GDR3 within
SEQ ID NO: 160 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, ¥1-CDR2, V-
CDR3 within SEQ ID NO: 187

28) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 256 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the \/-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 258;

29) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDY1, Vii-CDR2, V-CDR3 within
SEQ ID NO: 257 and the VL-CDRI1, VL-CDR2, VL-CDRY of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 259;

30) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of thf Vii-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 756 and the Vi.-CDRI1, VL-CDR2/V1-CDR3 of the Vi.-CDRI1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 784;

31) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vii-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 757 and the Vi.-CDRI1, Y1-CDR2, V1-CDR3 of the Vi.-CDRI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 785;

32) the Vy-CDR1, Vp-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 758 and the Vy/CDRI, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NQ/ 786;

35) the Vi-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
Q ID NO: 761 and the VL.-CDR1, V1-CDR2, Vi-CDR3 of the VL.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 789;
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36) the Vu-CDRI1, Vu-CDR2, Vy-CDR3 of the Vu-CDRI1, Vg-CDR2, Vg-CDR3 within
SEQ ID NO: 762 and the VL.-CDRI1, V1-CDR2, Vi-CDR3 of the V1-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 790;

37) the Vu-CDRI1, Vu-CDR2, Vy-CDR3 of the Vu-CDR1, Vg-CDR2, Vg-CDR3
SEQ ID NO: 763 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-C
CDR3 within SEQ ID NO: 791;

38) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, V
SEQ ID NO: 764 and the V.-CDRI1, Vi-CDR2, Vi-CDR3 of the V.-CD
CDR3 within SEQ ID NO: 792;

39) the Vu-CDRI1, Vu-CDR2, Vy-CDR3 of the Vu-CDRI1, Vy-@DR2, Vi-CDR3 within
SEQ ID NO: 765 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the #1.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 793;

40) the Vu-CDR1, Va-CDR2, Vg-CDR3 of the Vi-C
SEQ ID NO: 766 and the VL.-CDRI1, VL-CDR2, VL-CD
CDR3 within SEQ ID NO: 794;

41) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of t
SEQ ID NO: 767 and the VL-CDRI1, V1-CDR2
CDR3 within SEQ ID NO: 795;

42) the Vu-CDR1, Vg-CDR2, Vu-CPR3 of the Vu-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 768 and the VL.-CDRI1, V/-CDR2, Vi-CDR3 of the V1-CDR1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 796;

43) the Vg-CDRI1, Vu-CD
SEQ ID NO: 769 and the Vi-

CDR3 within
, VL-CDR2, Vi-

1, Vu-CDR2, Vu-CDR3 within
of the VL-CDRI1, VL-CDR2, VL-

Vu-CDR1, Vi-CDR2, Vi-CDR3 within
L-CDR3 of the VL-CDRI1, VL-CDR2, V-

, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
R1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, Vi-

CDR3 witffin SEQ ID NO: 799;
6) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, V-CDR2, Vi-CDR3 within
SE(YID NO: 772 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, Vi-
R3 within SEQ ID NO: 800;
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47) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 773 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 801;
48) the Vu-CDR1, Vg-CDR2, Vy-CDR3 of the Vg-CDR1, Vg-CDR2, Vyg-CDR3
SEQ ID NO: 774 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, V.-C
CDR3 within SEQ ID NO: 802;
49) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, V)£CDR3 within
SEQ ID NO: 775 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRA, VL.-CDR2, V-
CDR3 within SEQ ID NO: 803;
50) the Vi-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-¢ZDR2, Vi-CDR3 within
SEQ ID NO: 776 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the/V1-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 804;
51) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CPR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 777 and the VL-CDRI1, VL-CDR2, VL-CDK3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 805;
52) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of fie Vii-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 778 and the Vi.-CDRI1, VL-CDR)Y/ V1-CDR3 of the Vi.-CDRI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 806;
53) the Vy-CDR1, Vu-CDR2, Vu-¢ZDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 779 and the Vi.-CDRI1, ¥1-CDR2, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
CDR3 within SEQ ID NO: 807;
54) the Vi-CDR1, Vp-CDR2, Viu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 780 and the Vy/CDRI, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NQ/ 808;

57) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SKFQ ID NO: 783 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 811.
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174. The method of any one of claims 149-173, wherein the anti-Gal3 antibody or

binding fragment thereof comprises:
1) the heavy chain variable region of SEQ ID NO: 136 and the light chain varialfe
region of SEQ ID NO: 161;
2) the heavy chain variable region of SEQ ID NO: 137 and the light chainfariable
region of SEQ ID NO: 162;
3) the heavy chain variable region of SEQ ID NO: 138 and the light /hain variable
region of SEQ ID NO: 163;
4) the heavy chain variable region of SEQ ID NO: 139 and theAight chain variable
region of SEQ ID NO: 164;
5) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 165;
6) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 166;
7) the heavy chain variable region of SEQ ID NO: 142 and the light chain variable
region of SEQ ID NO: 167,
8) the heavy chain variable region of S ID NO: 143 and the light chain variable
region of SEQ ID NO: 168;
9) the heavy chain variable region gt SEQ ID NO: 144 and the light chain variable
region of SEQ ID NO: 169;
10) the heavy chain variable pégion of SEQ ID NO: 145 and the light chain variable
region of SEQ ID NO: 170;
11) the heavy chain vargable region of SEQ ID NO: 139 and the light chain variable
region of SEQ ID NO: 171;
12) the heavy chgp
region of SEQ ID NO/172;
chain variable region of SEQ ID NO: 147 and the light chain variable

the light chain variable

41 and the light chain variable

variable region of SEQ ID NO: 146 and the light chain variable

heavy chain variable region of SEQ ID NO: 148 and the light chain variable

S) the heavy chain variable region of SEQ ID NO: 149 and the light chain variable

16) the heavy chain variable region of SEQ ID NO: 150 and the light chain variable
region of SEQ ID NO: 176;
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17) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 177,

18) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 178;

19) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 179;

20) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 180;

21) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 181;

22) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 182;

23) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 183;

24) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 184;

25) the heavy chain variable region of SEQ
region of SEQ ID NO: 185;

26) the heavy chain variable region of
region of SEQ ID NO: 186;

27) the heavy chain variable regi
region of SEQ ID NO: 187

28) the heavy chain variablg/region of SEQ ID NO:

region of SEQ ID NO: 258;

29) the heavy chain vgiable region of SEQ ID NO:

region of SEQ ID NO: 25

31) the heghy chain variable region of SEQ ID NO:

region of SEQ /D NO: 785;
32)
region of SEQ ID NO: 786;

regybon of SEQ ID NO: 787;
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151 and the light chain variable

152 and the light chain variable

156 and ghe light chain variable

157/and the light chain variable
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257 and the light chain variable

: 756 and the light chain variable

757 and the light chain variable

758 and the light chain variable

759 and the light chain variable
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34) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 788;

35) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 789;

36) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 790;

37) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 791;

38) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 792;

39) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 793;

40) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 794;
41) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 795;

42) the heavy chain variable region of SEQAD NO:

region of SEQ ID NO: 796;

43) the heavy chain variable region o
region of SEQ ID NO: 797,

44) the heavy chain variable regfon of SEQ ID NO:
region of SEQ ID NO: 798;

45) the heavy chain varialfle region of SEQ ID NO:
region of SEQ ID NO: 799;

46) the heavy chai
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760 and the light chain variable

761 and the light chain variable

762 and the light chain vagfible

764 and the light chain variable

: 767 and the light chain variable

768 and the light chain variable
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772 and the light chain variable
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51) the heavy chain variable region of SEQ ID NO: 777 and the light chain variabl
region of SEQ ID NO: 805;
52) the heavy chain variable region of SEQ ID NO: 778 and the light chain viable
region of SEQ ID NO: 806;
53) the heavy chain variable region of SEQ ID NO: 779 and the light chfin variable
region of SEQ ID NO: 807;
54) the heavy chain variable region of SEQ ID NO: 780 and the lignt chain variable
region of SEQ ID NO: 808;
55) the heavy chain variable region of SEQ ID NO: 781 andfhe light chain variable
region of SEQ ID NO: 809;
56) the heavy chain variable region of SEQ ID NO: and the light chain variable
region of SEQ ID NO: 810; or
57) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 811.

: 783 and the light chain variable

175. The method of any one of claims 149174, wherein the anti-Gal3 antibody or
binding fragment thereof is selected from the grofp consisting of TB0O1, TB006, 12G5.D7,
13A12.2E5, 14H10.2C9, 15F10.2D6, 19BA.2E6, 20D11.2C6, 20HS.A3, 23H9.2E4,
2D10.2B2, 3B11.2G2, 7D8.2D8, F846C/AB2, F846C.1F5, F846C.1H12, F846C.1HS,
F846C.2H3, F846TC.14A2, F846TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9,
F847C.11B1, F847C.12F12, F847C.26f5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11,
846.4D5, 847.14H4, 846T.1H2, m]MT001, 4A11.2B5, 4A11.H1L1, 4A11.H4L2, 4G2.2G6,
6B3.2D3, 6H6.2D6, 9H2.2H10, /3G4.2F8, 13H12.2F8, 15G7.2A7, 19D9.2E5, 23B10.2B12,
24D12.2H9, 846.2D4, 846.2EA1, 846T.10B1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5,
846T.8D1, 847.10C9, 847 /1D6, 847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11,
847.27B9, 847.28D1, 84//.2B8, 847.3B3, 849.1D2, 849.2D7, 849.2F12, 849.4B2, 849.4F12,
849.4F2, 849.5C2, 84£.8D12, F847C.21H6, or a binding fragment thereof.
ethod of any one of claims 149-175, wherein the anti-Gal3 antibody or
thereof is selected from the group consisting of TBOO1, TB006, 12G5.D7,
14H10.2C9, 15F10.2D6, 19B5.2E6, 20D11.2C6, 20H5.A3, 23H9.2E4,

4D5, 846T.4E11, 847.11D6, 847.20H7, 847.21B11, 849.1D2, 849.2D7, 849.2F12,
49.4B2, 849.4F2, or a binding fragment thereof.
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177. The method of any one of claims 149-176, wherein the anti-Gal3 antibody or
binding fragment thereof is selected from the group consisting of TB0O1, TB006, 19B5.2E6,
14H10.2C9, 15F10.2D6, 20H5.A3, 23H9.2E4, 2D10.2B2, 7D8.2D8, F846C.1B2, F846C.1F,
F846C.1H12, F846C.2H3, F846TC.14E4, F846TC.16BS5, F846TC.7F10, F849C.
846.4D5, 846T.4E11, 847.11D6, 847.20H7, 847.21B11, 849.1D2, 849.2D7, 8§
849.4B2, 849.4F2, or a binding fragment thereof.

178.  The method of any one of claims 149-177, wherein the anti-Ga,

antibody or
binding fragment thereof disrupts an interaction between Gal3 and an antibgdy selected from
846.4D5, 15F10.2D6, F846C.1B2, and F846C.1H12.

179.  The method of any one of claims 149-178, wherein thg/anti-Gal3 antibody or
binding fragment thereof competes with an antibody that belongs 0 bins 3, 8, 17 or 24 for
binding to Gal3.

180. A method of disrupting an interaction betfeen galectin-3 (Gal3) and a
transforming growth factor beta (TGF-b) receptor, the metfod comprising:
contacting an interaction between Gal3 and the/TGF-b receptor with an antibody or
binding fragment thereof that selectively binds to

Gal3 and the TGF-b receptor.

13 and disrupts the interaction between

181.  The method of claim 180, whergin Gal3 is expressed by a cell.

182.  The method of claim 180, wlhferein Gal3 is secreted by a cell.

183. The method of any one Af claims 180-182, wherein the TGF-b receptor is
expressed by a cell.

184. A method of treafng fibrosis in a subject in need thereof, the method
comprising: administering to /he subject an antibody or binding fragment thereof that
selectively binds to Gal3 and disrupts an interaction between Gal3 and the TGF-b receptor,
thereby treating fibrosis ifthe subject.

185. The meghod of claim 184, wherein the fibrosis is liver fibrosis, kidney fibrosis,

cardiac fibrosis, artgfial fibrosis, venous thrombosis, or pulmonary fibrosis.

NABLD or NASH in the subject.
187. A method of treating an immune-related disorder in a subject in need thereof,

the method comprising: administering to the subject an antibody or binding fragment thereof
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that selectively binds to Gal3 and disrupts an interaction between Gal3 and the TGF-b receptor,
thereby treating an immune-related disorder in the subject.

188.  The method of claim 187, wherein the immune-related disorder is sepsis, at
dermatitis, or psoriasis.

189. The method of claim 187, wherein the immune-related disorder is canfer.

190. The method of claim 189, wherein the antibody or binding fragment is
administered as a supplement to PD1/PDL1 blockade therapies and/or a CPLA4 blockade
therapy.

191.  The method of claim 190, wherein the PD1/PDL1 blockagle therapies comprise
pembrolizumab, nivolumab, cemiplimab, spartalizumab, camfelizamab, sintilimab,
tislelizumab, toripalimab, AMP-224, AMP-514, atezolizuma
KNO035, CK-301, AUNP12, CA-170, and/or BMS-986189.

192. The method of claim 190, wherein the CT

avelumab, durvalumab,

4 blockade therapy comprises
ipilimumab and/or tremilimumab.

193. The method of any one of claims 184/192, wherein the antibody or binding
fragment thereof is formulated for systemic adminigfration.

194. The method of any one of claimy 184-193, wherein the antibody or binding
fragment thereof is formulated for parenteral

195. The method of any one of chims 184-194, wherein the subject is a mammal.

196. The method of claim 19¥ wherein the mammal is a human.

197.  The method of any onf of claims 180-196, wherein the TGF-b receptor is TGF-
b receptor 1, TGF-b receptor 2, oy TGF-b receptor 3.

198. A method of djfrupting an interaction between Gal3 and a tumor cell surface
marker comprising:

contacting the tyfmor cell surface marker with an anti-Gal3 antibody or binding
fragment thereof specffic for the N-terminal domain of Gal3, N-terminus of Gal3, or the TRD
of Gal3;
wherein the tupor cell surface marker is selected from the group consisting of VEGFRI,
VEGFR2, VEGFR3, EGFR, PDGFRa, PDGFRb, ErbB2, HGFR (cMet), TNF sRI, CTLA4,

CD47, PY-L1, FGFRI1 alpha-llIb, FGFR1 alpha-Illc, FGFR2 alpha-Illc, FGFR3 Illc, and

199. The method of claim 198, wherein the anti-Gal3 antibody or binding fragment
ereof is selected from the group consisting of TB0OO1, TB006, 12G5.D7, 13A12.2ES5,
14H10.2C9, 15F10.2D6, 19B5.2E6, 20D11.2C6, 20H5.A3, 23H9.2E4, 2D10.2B2, 3B11.2G2,
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7D8.2D8, F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS, F846C.2H3, F846TC.14A2,
F846TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9, F847C.11B1, F847C.12F1
F847C.26F5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11, 846.4D5, 847.1
846T.1H2, mIMTO01, 4A11.2B5, 4A11.H1L1, 4A11.H4L2, 4G2.2G6, 6B3.2D3, 6
9H2.2H10, 13G4.2F8, 13H12.2F8, 15G7.2A7, 19D9.2E5, 23B10.2B12, 2
846.2D4, 846.2F11, 846T.10B1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.AFy, 846T.8D1,
847.10C9, 847.11D6, 847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11, 847.27B9,
847.28D1, 847.2B8, 847.3B3, 849.1D2, 849.2D7, 849.2F12, 849.4B2, §£9.4F12, 849.4F2,
849.5C2, 849.8D12, F847C.21H6, or a binding fragment thereof.

200. The method of claim 189 or 199, wherein the anti-(fal3 antibody or binding
fragment thereof is selected from the group consisting of: 6H6. D6, 20H5.A3, 20D11.2C6,
4G2.2G6, 13H12.2F8, 19B5.2E6, 15G7.2A7, 23H9.2E4, 19DA.2ES5, 2D10.2B2, 4A11.2BS5,
14H10.2C9, 3B11.2G2, 13A12.2E5, 7D8.2D8, 15F1¢/2D6, 23B10.2B12, 12G5.D7,
24D12.2H9, 6B3.2D3, 13G4.2F8, 9H2.2H10, 846.1Bh, 846.2H3, 846T.1H2, IMT-001,
4A11.H3L1, 4A11.HIL1, and 4A11.H41.2, or binding/Aragment thereof.
201. The method of any one of claims 19-200, wherein the anti-Gal3 antibody or
binding fragment thereof is 2D10.2B2 or 6H6.2]#6, or a binding fragment thereof.

202. A method of treating cancer in/a subject in need thereof, comprising:
administering to the subject an anti/A5al3 antibody or binding fragment thereof specific
for the N-terminal domain of Gal3, N-tgfminus of Gal3, or the TRD of Gal3;

wherein the anti-Gal3 antibgdy or binding fragment thereof disrupts an interaction
between Gal3 and a tumor cell syfiace marker; and

wherein the tumor c
VEGFRI1, VEGFR2, VEG
CTLA4, CD47, PD-L1,
and FGFR4.

203. Th
thereof is selegfed from the group consisting of TB001, TB006, 12G5.D7, 13A12.2E5,
14H10.2C9, /5F10.2D6, 19B5.2E6, 20D11.2C6, 20H5.A3, 23H9.2E4, 2D10.2B2, 3B11.2G2,
7D8.2D8/F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS, F846C.2H3, F846TC.14A2,
FB846T¢.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9, F847C.11B1, F847C.12F12,
F84/C.26F5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11, 846.4D5, 847.14HA4,
6T.1H2, mIMTOO1, 4A11.2B5, 4A11.H1L1, 4A11.H4L2, 4G2.2G6, 6B3.2D3, 6H6.2D6,

9H2.2H10, 13G4.2F8, 13H12.2F8, 15G7.2A7, 19D9.2ES5, 23B10.2B12, 24D12.2H9, 846.2D4,

surface marker is selected from the group consisting of
3, EGFR, PDGFRa, PDGFRb, ErbB2, HGFR (cMet), TNF sRI,
FR1 alpha-IlIb, FGFR1 alpha-Illc, FGFR2 alpha-Illc, FGFR3 Illc,

ethod of claim 202, wherein the anti-Gal3 antibody or binding fragment
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846.2F11, 846T.10B1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5, 846T.8D1, 847.10C9,
847.11D6, 847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11, 847.27B9, 847.28D

14H10.2C9, 3B11.2G2, 13A12.2E5, 7D8.2D8, 15F10.2D6, 23Bl1
24D12.2H9, 6B3.2D3, 13G4.2F8, 9H2.2H10, 846.1F5, 846.2H3, 46T.1H2, IMT-001,
4A11.H3L1, 4A11.HIL1, and 4A11.H41.2, or binding fragment thergof.

205. The method of any one of claims 202-204, wherep the anti-Gal3 antibody or
binding fragment thereof is 2D10.2B2 or 6H6.2D6, or bindingfragment thereof.

206. The method of any one of claims 202-205, yherein the cancer is brain cancer,
breast cancer, colorectal cancer, kidney cancer, liver cgficer, lung cancer, pancreatic cancer,
bladder cancer, stomach cancer, or a hematological mflignancy.

207. The method of any one of claims 242-206, further comprising administering a
standard of care treatment, wherein the anti-Ga}$ antibody or binding fragment thereof is used
as a supplement to the standard of care treatpient.

208. The method of claim 207/ wherein the standard of care treatment comprises
surgery, radiation, chemotherapy, targeted therapy, immunotherapy, a PD1/PDL1 blockade
therapy, a CTLA4 blockade therapy/, temozolomide, or any combination thereof.

209. The method of gy one of claims 180-208, wherein the antibody or binding
fragment thereof binds to an A-terminal domain of Gal3.

210. The method of any one of claims 180-209, wherein the antibody or binding
fragment thereof binds/£o an epitope present within a region of Gal3 defined by

(a) Peptide AADNFSLHDALSGSGNPNPQG; SEQ ID NO: 3);

(b) Peptig 4 (GAGGYPGASYPGAYPGQAPP; SEQ ID NO: 6);

(c) Pepide 6 (GAYPGQAPPGAYPGAPGAYP; SEQ ID NO: 8);

(d)Peptide 7 (AYPGAPGAYPGAPAPGVYPG; SEQ ID NO: 9), or a combination

The method of any one of claims 180-210, wherein the antibody or binding

fifgment thereof binds to an epitope of Gal3 comprising an amino acid sequence of GxYPG,

wherein X is alanine, glycine, or valine.
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212.  The method of any one of claims 180-211, wherein the interaction is reduced t
less than 80%, less than 75%, less than 70%, less than 65%, less than 60%, less than 55%, 1f£ss
than 50%, less than 45%, less than 40%, less than 35%, less than 30%, less than 25%, les€ than
20%, less than 15%, less than 10%, less than 5%, or less than 1%, of an interaction ipfabsence
of the antibody or binding fragment thereof.

213. The method of any one of claims 180-212, wherein the antibgdy or binding
fragment thereof binds to Gal3 with a dissociation constant (KD) of less thpfi 1 nM, less than
1.2 nM, less than 2 nM, less than 5 nM, less than 10 nM, less than 13.5 , less than 15 nM,
less than 20 nM, less than 25 nM, or less than 30 nM.

214. The method of any one of claims 180-213, whereji the antibody or binding
fragment comprises (1) a heavy chain variable region comprispfig a Vu-CDR1, a Vu-CDR2,
and a Vyg-CDR3; and (2) a light chain variable region compfising a VL.-CDR1, a VL.-CDR2,
and a VL-CDR3, wherein

the Vu-CDR1 comprises an amino acid sequengf having at least 60%;, at least 70%, at
least 80%, at least 90%, or 100% sequence identity£o any amino acid sequence according to
SEQ ID NOs: 27-36, 397-399, 588-615;

the Vu-CDR2 comprises an amino acigf/sequence having at least 60%;, at least 70%, at
least 80%, at least 90%, or 100% sequence/identity to any amino acid sequence according to
SEQ ID NOs: 45-54, 400-406, 616-643;

the Vu-CDR3 comprises an aghino acid sequence having at least 60%;, at least 70%, at
least 80%, at least 90%, or 100% gequence identity to any amino acid sequence according to
SEQ ID NOs: 61-69, 71, 408-446, 644-671;

the VL-CDR1 comprjbes an amino acid sequence having at least 60%, at least 70%, at
least 80%, at least 90%, gh 100% sequence identity to any amino acid sequence according to

SEQ ID NOs: 82-92, #17-426, 672-699;

SEWID NOs: 117-127, 429-434, 728-755.

215. The method of any one of claims 180-214, wherein the antibody or binding

fragment comprises:
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1) the Vg-CDR1, Vu-CDR2, Vu-CDR3 of the Vy-CDRI1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 136 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 161;

2) the Vy-CDR1, Vu-CDR2, Viu-CDR3 of the Viy-CDRI1, Vy-CDR2, Vi-CDR3 wj
SEQ ID NO: 137 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CD
CDR3 within SEQ ID NO: 162;

3) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vu-CDR2, VuLDR3 within
SEQ ID NO: 138 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR}/ VL.-CDR2, V-
CDR3 within SEQ ID NO: 163;

4) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDR1, Vy-CPR2, Vi-CDR3 within
SEQ ID NO: 139 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the #1-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 164;

5) the Vu-CDR1, Vu-CDR2, Vii-CDR3 of the Vy-CDK1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 139 and the VL-CDRI1, VL-CDR2, VL-CDBA of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 171;

6) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of t
SEQ ID NO: 140 and the V.-CDRI1, Vi-CDR
CDR3 within SEQ ID NO: 165;

7) the Vy-CDR1, Vu-CDR2, Vu-CPR3 of the Vii-CDRI1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 141 and the Vi.-CDRI1, Y1 -CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 166;

8) the Vu-CDRI1, Vy-CDR2, Vii-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 142 and the VIACDRI, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NOZ167;

9) the Vu-CDRY Vu-CDR2, Vu-CDR3 of the Vi-CDR1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 143 afd the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, V-
CDR3 within SE@ ID NO: 168;
1-CDR1, Vu-CDR2, Viu-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
: 144 and the VL.-CDRI, VL-CDR2, V1-CDR3 of the VL-CDRI1, VL.-CDR2, V.-
CDR3 y#ithin SEQ ID NO: 169;
11) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 145 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 170;

Vu-CDR1, Vg-CDR2, Vi-CDR3 within
L-CDR3 of the VL-CDRI1, VL-CDR2, V-
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12) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 146 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, Vi,
CDR3 within SEQ ID NO: 172;

13) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 #ithin
SEQ ID NO: 148 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CIR2, Vi -
CDR3 within SEQ ID NO: 174;

14) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, VA-CDR3 within
SEQ ID NO: 436 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDI/l, VL.-CDR2, V-
CDR3 within SEQ ID NO: 451;

15) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Va£DR2, Viy-CDR3 within
SEQ ID NO: 438 and the VL-CDRI1, VL-CDR2, VL-CDR3 of thg/VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 453;

16) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 439 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 162;

17) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of fhe Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 440 and the Vi.-CDRI1, VL-CDRY, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 454;

18) the Vu-CDRI1, Vu-CDR2, Vi-#DR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 441 and the Vi.-CDRI1, 1 -CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 455;

19) the Vu-CDRI1, Vu-CPR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 442 and the VZCDRI, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NQ¥ 456;

22) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SKEQ ID NO: 445 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 459;

-378-


bhang
Line


WO 2021/146218 PCT/US2021/013136

23) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 446 and the V.-CDR1, Vi-CDR2, V.-CDR3 of the Vi-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 460;

24) the Vi-CDR1, Vi-CDR2, Vii-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 wj
SEQ ID NO: 447 and the V.-CDR1, Vi-CDR2, V.-CDR3 of the Vi.-CDR1, V.-CDZ2, V.-
CDR3 within SEQ ID NO: 461;

25) the Vi-CDR1, Vi-CDR?2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi£LCDR3 within
SEQ ID NO: 448 and the V.-CDR1, Vi-CDR2, V.-CDR3 of the V.-CDRY, V.-CDR2, V.-
CDR3 within SEQ ID NO: 462;

26) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-@ZDR?2, Vi-CDR3 within
SEQ ID NO: 449 and the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the/f1-CDR1, Vi-CDR2, Vi-
CDR3 within SEQ ID NO: 463;

27) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CPR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 450 and the Vi-CDR1, Vi-CDR2, Vi-CDK3 of the Vi-CDR1, Vi-CDR2, Vi-
CDR3 within SEQ ID NO: 464;

28) the Vi-CDR1, Vi-CDR?2, Vi-CDR3 of e Vi-CDR1, Vi-CDR2, Vir-CDR3 within
SEQ ID NO: 756 and the V.-CDR1, Vi.-CDRZ, V.-CDR3 of the Vi-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 784;

29) the Vi-CDR1, Vi-CDR?2, Vi DR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 757 and the V.-CDR1,A/1-CDR2, V.-CDR3 of the V.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 785;

30) the Vi-CDR1, Vi-CR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 758 and the Y{-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-
CDR3 within SEQ ID Ng: 786;
1, Vi-CDR2, Vii-CDR3 of the Vii-CDR1, Vi-CDR2, Vii-CDR3 within
SEQ ID NO: 7594nd the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-
CDR3 within SFQ ID NO: 787;

32) g Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID KO: 760 and the V.-CDR1, Vi-CDR2, V.-CDR3 of the Vi-CDR1, V.-CDR2, V-
CDR Ywithin SEQ ID NO: 788;
33) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
EQ ID NO: 761 and the Vi-CDR1, V;-CDR2, Vi-CDR3 of the V-CDR1, V.-CDR2, V|-
CDR3 within SEQ ID NO: 789;
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34) the Vu-CDRI1, Vu-CDR2, Vy-CDR3 of the Vu-CDRI1, Vg-CDR2, Vig-CDR3 within
SEQ ID NO: 762 and the VL.-CDRI1, V1-CDR2, Vi-CDR3 of the V1-CDR1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 790;

35) the Vu-CDRI1, Vu-CDR2, Vg-CDR3 of the Vu-CDRI1, Vu-CDR2, Vi-CDR3 wj
SEQ ID NO: 763 and the VL-CDRI1, VL-CDR2, VL.-CDR3 of the VL.-CDR1, VL-CD
CDR3 within SEQ ID NO: 791;

36) the Vu-CDRI1, Vu-CDR2, Vg-CDR3 of the Vu-CDRI1, Vy-CDR2, V-
SEQ ID NO: 764 and the VL.-CDRI1, Vr-CDR2, V1-CDR3 of the VL-CDR1
CDR3 within SEQ ID NO: 792;

37) the Vu-CDRI1, Vu-CDR2, Vy-CDR3 of the Vu-CDRI1, Vi-CPR2, Vi-CDR3 within
SEQ ID NO: 765 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the Y{-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 793;

38) the Vu-CDRI1, Vu-CDR2, Vy-CDR3 of the Vu-CDIA, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 766 and the VL-CDRI1, VL-CDR2, VL-CDRYof the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 794;

39) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of thg/Vu-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 767 and the VL.-CDRI1, Vi-CDR2, #1-CDR3 of the Vi.-CDR1, VL.-CDR2, Vi-
CDR3 within SEQ ID NO: 795;

40) the Vua-CDR1, V-CDR2, Vu-CDR3 of the Vu-CDR1, Vg-CDR2, Vi-CDR3 within
SEQ ID NO: 768 and the VL.-CDRI1, V/CDR2, Vi-CDR3 of the Vi.-CDR1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 796;

41) the Vg-CDRI1, Vu-CD
SEQ ID NO: 769 and the Vi-

DR3 within
L-CDR2, Vi-

, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
R1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, Vi-

CDR3 wigin SEQ ID NO: 799;
4) the Vy-CDR1, Vy-CDR2, Vi-CDR3 of the Vy-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ'ID NO: 772 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
R3 within SEQ ID NO: 800;
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45) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 773 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
CDR3 within SEQ ID NO: 801;

46) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vy-CDR2, Vii-CDR3 w#
SEQ ID NO: 774 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDK2, Vi-
CDR3 within SEQ ID NO: 802;

47) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi#CDR3 within
SEQ ID NO: 775 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR/, V1.-CDR2, V-
CDR3 within SEQ ID NO: 803;

48) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-ZDR2, Vi-CDR3 within
SEQ ID NO: 776 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the/Vi-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 804;

49) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CPR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 777 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 805;

50) the Vii-CDR1, Vp-CDR2, Vu-CDR3 ojfhe Vii-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 778 and the Vi.-CDRI1, VL-CDB2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, Vi-
CDR3 within SEQ ID NO: 806;

51) the Vy-CDR1, Vp-CDR2, VyACDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 779 and the Vi.-CDR}Y/ VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 807;

52) the Vy-CDR1, Vu-¢ZDR2, Vi-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 780 and the §'1.-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID : 808;

53) the Vy-CpR1, Vi-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 78f and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-

55) the Vy-CDR1, Vy-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 783 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 811.
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216. The method of any one of claims 180-215, wherein the antibody or binding
fragment comprises:

1) the heavy chain variable region of SEQ ID NO: 136 and the light chain varjéble
region of SEQ ID NO: 161;

2) the heavy chain variable region of SEQ ID NO: 137 and the light chaj
region of SEQ ID NO: 162;

3) the heavy chain variable region of SEQ ID NO: 138 and the lig
region of SEQ ID NO: 163;

4) the heavy chain variable region of SEQ ID NO: 139 and tife light chain variable
region of SEQ ID NO: 164;

5) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 171;

6) the heavy chain variable region of SEQ ID N
region of SEQ ID NO: 165;

variable

chain variable

139/ind the light chain variable

# 140 and the light chain variable

7) the heavy chain variable region of SEQ
region of SEQ ID NO: 166;
8) the heavy chain variable region of YEQ ID NO: 142 and the light chain variable
region of SEQ ID NO: 167,

: 141 and the light chain variable

9) the heavy chain variable regi

region of SEQ ID NO: 168;

of SEQ ID NO: 143 and the light chain variable

10) the heavy chain variab
region of SEQ ID NO: 169;
11) the heavy chain
region of SEQ ID NO: 1
12) the heavy dhain variable region of SEQ ID NO: 146 and the light chain variable
region of SEQ ID :172;
13) the hgfvy chain variable region of SEQ ID NO: 148 and the light chain variable
region of SEQ/ID NO: 174;
14)Ahe heavy chain variable region of SEQ ID NO: 436 and the light chain variable
SEQ ID NO: 451;
15) the heavy chain variable region of SEQ ID NO: 438 and the light chain variable
1on of SEQ ID NO: 453;
16) the heavy chain variable region of SEQ ID NO: 439 and the light chain variable
region of SEQ ID NO: 162;

region of SEQ ID NO: 144 and the light chain variable

riable region of SEQ ID NO: 145 and the light chain variable

region
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17) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 454;

18) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 455;

19) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 456;

20) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 457,

21) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 458;

22) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 459;

23) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 460;

24) the heavy chain variable region of SEQ ID/NO:

region of SEQ ID NO: 461;

25) the heavy chain variable region of S
region of SEQ ID NO: 462;

26) the heavy chain variable regio
region of SEQ ID NO: 463;

27) the heavy chain variable
region of SEQ ID NO: 464;

28) the heavy chain varyble region of SEQ ID NO:

region of SEQ ID NO: 784;
29) the heavy chgj
region of SEQ ID NO/785;

region of SEQ ID NO: 789;
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34) the heavy chain variable region of SEQ ID NO: 762 and the light chain variabl
region of SEQ ID NO: 790;
35) the heavy chain variable region of SEQ ID NO: 763 and the light chain vgfiable
region of SEQ ID NO: 791;
36) the heavy chain variable region of SEQ ID NO: 764 and the light chfin variable
region of SEQ ID NO: 792;
37) the heavy chain variable region of SEQ ID NO: 765 and the light chain variable
region of SEQ ID NO: 793;
38) the heavy chain variable region of SEQ ID NO: 766 and/he light chain variable
region of SEQ ID NO: 794;
39) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 795;
40) the heavy chain variable region of SEQ ID
region of SEQ ID NO: 796;
41) the heavy chain variable region of SEQAD NO: 769 and the light chain variable
region of SEQ ID NO: 797,
42) the heavy chain variable region of SEQ ID NO: 770 and the light chain variable
region of SEQ ID NO: 798;
43) the heavy chain variable regjbn of SEQ ID NO: 771 and the light chain variable
region of SEQ ID NO: 799;

and the light chain variable

: 768 and the light chain variable

44) the heavy chain variab
region of SEQ ID NO: 800;
45) the heavy chain
region of SEQ ID NO: 8
46) the heavy dfain variable region of SEQ ID NO: 774 and the light chain variable
region of SEQ ID : 802;
47) the hgavy chain variable region of SEQ ID NO: 775 and the light chain variable
region of SEQ/ID NO: 803;
e heavy chain variable region of SEQ ID NO: 776 and the light chain variable
region of SEQ ID NO: 804;
49) the heavy chain variable region of SEQ ID NO: 777 and the light chain variable
reghon of SEQ ID NO: 805;
50) the heavy chain variable region of SEQ ID NO: 778 and the light chain variable
region of SEQ ID NO: 806;

region of SEQ ID NO: 772 and the light chain variable

riable region of SEQ ID NO: 773 and the light chain variable
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51) the heavy chain variable region of SEQ ID NO: 779 and the light chain variable
region of SEQ ID NO: 807;

52) the heavy chain variable region of SEQ ID NO: 780 and the light chain varia
region of SEQ ID NO: 808;

53) the heavy chain variable region of SEQ ID NO: 781 and the light chain fariable
region of SEQ ID NO: 809;

54) the heavy chain variable region of SEQ ID NO: 782 and the light ghain variable
region of SEQ ID NO: 810; or

55) the heavy chain variable region of SEQ ID NO: 783 and theAight chain variable
region of SEQ ID NO: 811.

217. The method of any one of claims 180-216, wherein/he anti-Gal3 antibody or
TB0O01, TB006, 12G5.D7,
13A12.2E5, 14H10.2C9, 15F10.2D6, 19B5.2E6, 20DIL.2C6, 20HS5.A3, 23H9.2E4,
2D10.2B2, 3B11.2G2, 7D8.2D8, F846C.1B2, F846CAFS5, F846C.1H12, F846C.1HS,
F846C.2H3, F846TC.14A2, F846TC.14E4, F846TC/l6BS, F846TC.7F10, F847C.10B9,
F847C.11B1, F847C.12F12, F847C.26F5, F847C.4BA0, F849C.8D10, F849C.8H3, 846.2B11,
846.4D5, 847.14H4, 846T.1H2, mIMTO01, 4A1X.2B5, 4A11.HIL1, 4A11.H4L2, 4G2.2G6,
6B3.2D3, 6H6.2D6, 9H2.2H10, 13G4.2F8, 13/12.2F8, 15G7.2A7, 19D9.2ES5, 23B10.2B12,
24D12.2H9, 846.2D4, 846.2F11, 846T.10[1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5,
846T.8D1, 847.10C9, 847.11D6, 847.1/D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11,
847.27B9, 847.28D1, 847.2B8, 847283, 849.1D2, 849.2D7, 849.2F12, 849.4B2, 849.4F12,
849.4F2, 849.5C2, 849.8D12, F84/C.21H6, or a binding fragment thereof.

binding fragment thereof is selected from the group consisting

218. The method of fny one of claims 180-217, wherein the antibody or binding
fragment is selected fromAhe group consisting of: 13H12.2F8, 19D9.2E5, 14H10.2C9,
2D10.2B2, 4A11.2B5, 6A46.2D6, 20H5.A3, 19B5.2E6, 23H9.2E4, 20D11.2C6, 15G7.2A7,
4G2.2G6, 3B11.2G2,A3A12.2E5, 7D8.2D8, 15F10.2D6, 12G5.D7, 24D12.2H9, 13G4.2F8,
9H2.2H10, 23B10/£B12, 6B3.2D3, 846.1F5, 846.2H3, 846T.1H2, IMT-001, 4A11.H3L1,
A11.H4L2, or binding fragment thereof.

The method of any one of claims 180-218, wherein the antibody or binding
fragment phereof comprises a humanized antibody or binding fragment.

20. The method of any one of claims 180-219, wherein the antibody or binding
ent thereof comprises a full-length antibody or a binding fragment thereof.

221. The method of any one of claims 180-220, wherein the antibody or binding

fragment thereof comprises a bispecific antibody or a binding fragment thereof.
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222. The method of any one of claims 180-221, wherein the antibody or binding
fragment thereof comprises a monovalent Fab’, a divalent Fab2, a single-chain variab
fragment (scFv), a diabody, a minibody, a nanobody, a single-domain antibody (sdAb),
camelid antibody, or binding fragment thereof.

223. The method of any one of claims 180-222, wherein the antibody #r binding
fragment thereof comprises an IgG framework.

224. The method of any one of claims 180-223, wherein the antppody or binding
fragment thereof comprises an IgG1, IgG2, or IgG4 framework.

225.  Ananti-Gal3 antibody or binding fragment thereof compf#ising (1) a heavy chain
variable region comprising a Vu-CDR1, a Vy-CDR2, and a Vy-CIPR3; and (2) a light chain
variable region comprising a VL-CDR1, a VL.-CDR2, and a VL-CDR3, wherein

the Vu-CDR1 comprises an amino acid sequence havjfig at least 60%, at least 70%, at
least 80%, at least 90%, or 100% sequence identity to any/amino acid sequence according to
SEQ ID NOs: 27-36, 397-399,

the Vu-CDR2 comprises an amino acid seqyénce having at least 60%;, at least 70%, at
least 80%, at least 90%, or 100% sequence idenyfty to any amino acid sequence according to
SEQ ID NOs: 45-54, 400-406,

the Vu-CDR3 comprises an aminoAcid sequence having at least 60%;, at least 70%, at
least 80%, at least 90%, or 100% sequghice identity to any amino acid sequence according to
SEQ ID NOs: 61-69, 71, 408-416
the VL.-CDR1 comprises
least 80%, at least 90%, or 1
SEQ ID NOs: 82-92, 417,
the ViL-CDR2 ¢
least 80%, at least 9

SEQID NOs: 1

amino acid sequence having at least 60%, at least 70%, at

% sequence identity to any amino acid sequence according to

prises an amino acid sequence having at least 60%, at least 70%, at
%, or 100% sequence identity to any amino acid sequence according to
-111, 427-428, and

the VLADR3 comprises an amino acid sequence having at least 60%, at least 70%, at
least 80%, At least 90%, or 100% sequence identity to any amino acid sequence according to
SEQ ID/NOs: 117-127, 429-434.
The anti-Gal3 antibody or binding fragment thereof of claim 225, wherein the
apfi-Gal3 antibody or binding fragment thereof comprises:
a) the Vy-CDR1, V-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 136 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 161;
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b) the Vy-CDR1, V-CDR2, Vu-CDR3 of the Vy-CDR1, Vu-CDR2, Vi-CDR3 witly
SEQ ID NO: 137 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2
CDR3 within SEQ ID NO: 162;

¢) the Vy-CDRI1, Vy-CDR2, V-CDR3 of the Vy-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 138 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, Vf-CDR2, V-
CDR3 within SEQ ID NO: 163;

d) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vy-CDR1, Vu-CD
SEQ ID NO: 139 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the V-
CDR3 within SEQ ID NO: 164;

e) the Vy-CDRI1, Vy-CDR2, V-CDR3 of the Vy-CDRI1, f1-CDR2, Vi-CDR3 within
SEQ ID NO: 139 and the VL-CDRI1, VL-CDR2, VL-CDR3 ojfthe VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 171;

) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the VyACDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 140 and the VL-CDRI1, VL-CDR2, VL£DR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 165;

g) the Vu-CDRI, Vu-CDR2, Vu-CDR3
SEQ ID NO: 141 and the V.-CDRI1, V.-C
CDR3 within SEQ ID NO: 166;

h) the Vi-CDR1, V-CDR2, VYCDR3 of the Vu-CDR1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 142 and the Vi.-CDR/, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 167;

i) the Vg-CDR1, Vy-GDOR2, Vy-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 143 and the 1L.-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID : 168;

j) the Vg-CDWY1, Vii-CDR2, Vy-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 144/nd the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 169;

L-

, Viu-CDR3 within
R1, VL-CDR2, V-

the Viu-CDR1, Vu-CDR2, Vg-CDR3 within
2, VL-CDR3 of the VL.-CDR1, VL-CDR2, Vi-

ithin SEQ ID NO: 170;
D the Vg-CDR1, V-CDR2, Vy-CDR3 of the Vy-CDR1, Vu-CDR2, Vu-CDR3 within
Q ID NO: 146 and the VL.-CDR1, V1-CDR2, V1-CDR3 of the VL.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 172;
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m) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vu-CDR2, Vii-CDR3 withy
SEQ ID NO: 148 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2
CDR3 within SEQ ID NO: 174;

n) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDR1, Vy-CDR2, Viu-CIDR3 within
SEQ ID NO: 436 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, Vf-CDR2, V-
CDR3 within SEQ ID NO: 451;

o) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vy-CDR1, Vu-CD
SEQ ID NO: 438 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the V-
CDR3 within SEQ ID NO: 453;

p) the Vi-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, X 1-CDR2, Vi-CDR3 within
SEQ ID NO: 439 and the VL-CDRI1, VL-CDR2, VL-CDR3 offthe VL-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 162;

q) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi/CDRI1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 440 and the VL-CDRI1, VL-CDR2, VL£DR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 454;

r) the Vu-CDR1, Vu-CDR2, Vu-CDR3
SEQ ID NO: 441 and the Vi.-CDRI1, V.-C
CDR3 within SEQ ID NO: 455;

s) the Vig-CDR1, Vu-CDR2, V£CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 442 and the Vi.-CDR/, VL-CDR2, V1-CDR3 of the Vi-CDRI1, V.-CDR2, Vi-
CDR3 within SEQ ID NO: 456;

t) the Vu-CDR1, Vy-CDR2, Vy-CDR3 of the Vy-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 443 and the #/'1L-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID : 457,

u) the Vy-CDK1, Vu-CDR2, Vu-CDR3 of the Vi-CDR1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 444/and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 458;

L-

, Vi-CDR3 within
R1, VL-CDR2, V-

the Vu-CDR1, Vi-CDR2, Vi-CDR3 within
2, VL-CDR3 of the VL.-CDR1, VL-CDR2, Vi-

ithin SEQ ID NO: 459;
w) the Vi-CDR1, Vu-CDR2, Vi-CDR3 of the Vii-CDR1, Vi-CDR2, Vi-CDR3 within
Q ID NO: 446 and the VL.-CDR1, V1-CDR2, V1-CDR3 of the VL.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 460;
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x) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDR1, Vy-CDR2, Vu-CDR3 within
SEQ ID NO: 447 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi-CDR1, V1.-CDR2, V.
CDR3 within SEQ ID NO: 461;

CDR3 within SEQ ID NO: 462;
z) the Vg-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDRI1, Vu-CDR2, V-CDR3 within
SEQ ID NO: 449 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDKK1, VL.-CDR2, Vi-
CDR3 within SEQ ID NO: 463; or
aa) the Vu-CDR1, Vu-CDR2, Vy-CDR3 of the Vy-CDR1, Vu£LDR2, Vi-CDR3 within
SEQ ID NO: 450 and the VL-CDRI1, VL-CDR2, VL-CDR3 of th¢ VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 464.
227. The anti-Gal3 antibody or binding fragmeft thereof of claim 225 or 226,
wherein the antibody or binding fragment comprises:
a) the heavy chain variable region of SEQ IJF NO: 136 and the light chain variable
region of SEQ ID NO: 161;
b) the heavy chain variable region of SEQ ID NO: 137 and the light chain variable
region of SEQ ID NO: 162;
c¢) the heavy chain variable regioff of SEQ ID NO: 138 and the light chain variable
region of SEQ ID NO: 163;
d) the heavy chain variablefegion of SEQ ID NO: 139 and the light chain variable
region of SEQ ID NO: 164;
e) the heavy chain vgfiable region of SEQ ID NO: 139 and the light chain variable
region of SEQ ID NO: 17/;
f) the heavy chgin variable region of SEQ ID NO: 140 and the light chain variable
region of SEQ ID : 165;
2) the hegfy chain variable region of SEQ ID NO: 141 and the light chain variable
region of SEQ/ID NO: 166;
h) tife heavy chain variable region of SEQ ID NO: 142 and the light chain variable
region of SEQ ID NO: 167,
i) the heavy chain variable region of SEQ ID NO: 143 and the light chain variable
region of SEQ ID NO: 168;
j) the heavy chain variable region of SEQ ID NO: 144 and the light chain variable
region of SEQ ID NO: 169;
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k) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 170;

1) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 172;

m) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 174;

n) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 451;

0) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 453;

p) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 162;
q) the heavy chain variable region of SEQ ID NO
region of SEQ ID NO: 454;

r) the heavy chain variable region of SEQ ILY'NO:

region of SEQ ID NO: 455;

s) the heavy chain variable region of SQ ID NO:

region of SEQ ID NO: 456;
t) the heavy chain variable regio

region of SEQ ID NO: 457,

u) the heavy chain variable

region of SEQ ID NO: 458;

PCT/US2021/013136

145 and the light chain variable
146 and the light chain varfible
148 and the light chaph variable
chain variable
438 and the light chain variable
439 /nd the light chain variable
440 and the light chain variable

441 and the light chain variable

442 and the light chain variable

: 443 and the light chain variable

: 444 and the light chain variable

: 445 and the light chain variable

: 446 and the light chain variable

: 447 and the light chain variable

: 448 and the light chain variable

449 and the light chain variable

aa) the heavy chain variable region of SEQ ID NO: 450 and the light chain variable

region of SEQ ID NO: 464.
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228. The anti-Gal3 antibody or binding fragment thereof of any one of claims 225-

227, wherein the anti-Gal3 antibody or binding fragment thereof is selected from the grou

thereof.
229. The anti-Gal3 antibody or binding fragment thereof of any #ne of claims 225-
228, wherein the antibody or binding fragment thereof does not bind to th€ C-terminus of Gal3.
230. The anti-Gal3 antibody or binding fragment thereof ¢f any one of claims 225-
229, wherein the antibody or binding fragment thereof does not bifd to the C-terminal domain
of Gal3.
231. The anti-Gal3 antibody or binding fragment hereof of any one of claims 225-
230, wherein the antibody or binding fragment theregf does not bind to the C-terminal
carbohydrate-recognition-binding domain.
232. The anti-Gal3 antibody or binding ffagment thereof of any one of claims 225-
231, wherein the antibody or binding fragment fhereof does not bind to amino acids 112-250
of Gal3 or a subregion thereof.
233. The anti-Gal3 antibody or pinding fragment thereof of any one of claims 225-
232, wherein the antibody or binding fghgment thereof binds to the N-terminus of Gal3.
234. The anti-Gal3 antibgdy or binding fragment thereof of any one of claims 225-
233, wherein the antibody or bingfng fragment thereof binds to the N-terminal domain of Gal3.
235. The anti-Gal3 #ntibody or binding fragment thereof of any one of claims 225-
234, wherein the antibody Ar binding fragment thereof binds to amino acids 1-111 of Gal3 or
a subregion thereof.
236. The
235, wherein the

Gal3.

i-Gal3 antibody or binding fragment thereof of any one of claims 225-
tibody or binding fragment thereof binds to the tandem repeat domain of
237/ The anti-Gal3 antibody or binding fragment thereof of any one of claims 225-
236, wHferein the antibody or binding fragment thereof binds to Peptide 1
(ADNASLHDALSGSGNPNPQG; SEQ ID NO: 3).

238. The anti-Gal3 antibody or binding fragment thereof of any one of claims 225-
37, wherein the antibody or binding fragment thereof binds to Peptide 6
(GAYPGQAPPGAYPGAPGAYP; SEQ ID NO: 8).
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239. The anti-Gal3 antibody or binding fragment thereof of any one of claims 225-

238, wherein the antibody or binding fragment thereof binds to Peptide 7
(AYPGAPGAYPGAPAPGVYPG; SEQ ID NO: 9).
240. The anti-Gal3 antibody or binding fragment thereof of any one of clai
239, wherein the antibody or binding fragment thereof is 2D10.2B2 or 6H6.2D6, of binding
fragment thereof.
241. The anti-Gal3 antibody or binding fragment thereof of any onebf claims 225-
240, wherein the antibody or binding fragment thereof is selected from the

2D10.2B2 or 6H6.2D6, or binding fragment thereof.

up consisting of

242. The anti-Gal3 antibody or binding fragment thereof of/any one of claims 225-
241, wherein the antibody or binding fragment thereof inhibits tumgr cell growth in vitro.

243. The anti-Gal3 antibody or binding fragment thergof of any one of claims 225-
242, wherein the antibody or binding fragment thereof retardy/brain tumor growth.

244. A pharmaceutical composition comprising/the anti-Gal3 antibody or binding
fragment thereof of any one of claims 225-243 and at feast one pharmaceutically acceptable
carrier, excipient, diluent, or adjuvant.

245.  An antibody that binds to human GAI3 and competes with an anti-Gal3 antibody
or binding fragment thereof for binding to h
binding fragment thereof is selected from {fe group consisting of TB0O1, TB006, 12G5.D7,
13A12.2E5, 14H10.2C9, 15F10.2D6/ 19B5.2E6, 20D11.2C6, 20HS5.A3, 23H9.2E4,
2D10.2B2, 3B11.2G2, 7D8.2D8, F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS,
F846C.2H3, F846TC.14A2, F844TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9,
F847C.11B1, F847C.12F12, F8#/C.26F5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11,
846.4D5, 847.14H4, 846T.1)12, mIMTO001, 4A11.2B5, 4A11.H1L1, 4A11.H4L2, 4G2.2G6,
6B3.2D3, 6H6.2D6, 9H2 ZH10, 13G4.2F8, 13H12.2F8, 15G7.2A7, 19D9.2E5, 23B10.2B12,
24D12.2H9, 846.2D4, S46.2F11, 846T.10B1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5,
846T.8D1, 847.10C#, 847.11D6, 847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11,
847.27B9, 847.29D1, 847.2B8, 847.3B3, 849.1D2, 849.2D7, 849.2F12, 849.4B2, 849.4F12,
849.4F2, 8492, 849.8D12, F847C.21H6, or a binding fragment thereof.

246

an Gal3, wherein the anti-Gal3 antibody or

An antibody that binds to human Gal3 and competes with an anti-Gal3 antibody
or bindigg fragment thereof for binding to human Gal3, wherein the anti-Gal3 antibody or
bindigfg fragment thereof is selected from the group consisting of: 6H6.2D6, 20H5.A3,
20P11.2C6, 4G2.2G6, 13H12.2F8, 19B5.2E6, 15G7.2A7, 23H9.2E4, 19D9.2ES, 2D10.2B2,
Al11.2B5, 14H10.2C9, 3B11.2G2, 13A12.2E5, 7D8.2D8, 15F10.2D6, 23B10.2B12,
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12G5.D7, 24D12.2H9, 6B3.2D3, 13G4.2F8, 9H2.2H10, 846.1F5, 846.2H3, 846T.1H2,
IMTOO01, 4A11.H3L1, 4A11.H1L1, and 4A11.H4L2 or binding fragment thereof.
247. A method for identifying an antibody or binding fragment capable of disrugfing
an interaction between Gal3 and a TGF-b receptor, the method comprising:
(a) contacting Gal3 protein with an antibody or binding fragment that seleci#ely binds
to Gal3, thereby forming a Gal3-antibody complex;
(b) contacting the Gal3-antibody complex with the TGF-b receptor pyftein;
(c¢) removing unbound TGF-b receptor protein; and
(d) detecting TGF-b receptor protein bound to the Gal3-antibog# complex;
wherein the antibody or binding fragment is capable of disrupfing an interaction of Gal3
and the TGF-b receptor when the TGF-b receptor protein is not
248.  The method of claim 247, wherein the method/£omprises an immunoassay.
249.  The method of claim 248, wherein the jphmunoassay is an enzyme-linked
immunosorbent assay.
250. The method of any one of claims 247/£49, wherein the TGF-b receptor is TGF-
b receptor 1, TGF-b receptor 2, or TGF-b recept
251. Use of an anti-Gal3 antibodyOr binding fragment in the manufacture of a
medicament or composition for the treatmepf of fibrosis, liver fibrosis, non-alcoholic fatty liver
disease (NAFLD), non-alcoholic steatghepatitis (NASH), kidney fibrosis, cardiac fibrosis,

arterial fibrosis, venous thrombosis,

252. Use of an anti-G

pulmonary fibrosis.
antibody or binding fragment in the manufacture of a
medicament or composition foythe treatment of an immune-related disorder.
253. The use of gfaim 252, wherein the immune-related disorder is sepsis, atopic
dermatitis, or psoriasis.
254. The usf of claim 252, wherein the immune-related disorder is cancer.
255. The¢/use of claim 254, wherein the medicament is used as a supplement to
PD1/PDL1 blogkade therapies or CTLA4 blockade therapies.
The use of claim 255, wherein the PD1/PDL1 blockade therapies comprise
pembroli , nivolumab, cemiplimab, spartalizumab, camrelizumab, sintilimab,
, toripalimab, AMP-224, AMP-514, atezolizumab, avelumab, durvalumab,
KNO35, CK-301, AUNP12, CA-170, and/or BMS-986189.
257. The use of claim 255, wherein the CTLA4 blockade therapy comprises

ipilimumab and/or tremilimumab.
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258. Use of an anti-Gal3 antibody or binding fragment thereof for the treatment of
fibrosis, liver fibrosis, NAFLD, NASH, kidney fibrosis, cardiac fibrosis, arterial fibrosis

venous thrombosis, or pulmonary fibrosis.

259. Use of an anti-Gal3 antibody or binding fragment thereof for the treat
cancer.

260. The use of claim 259, wherein the cancer is brain cancer, brgast cancer,
colorectal cancer, kidney cancer, liver cancer, lung cancer, pancreatic cancer, Jfladder cancer,
stomach cancer, or a hematological malignancy.

261. Use of an anti-Gal3 antibody or binding fragment thereoj/for the inhibition of
tumor cell growth in vitro.

262. Use of an anti-Gal3 antibody or binding fragment thfreof for the retardation of
brain tumor growth.

263. The use of any one of claims 252-262, whgrein the anti-Gal3 antibody or
binding fragment thereof comprises (1) a heavy chain varighle region comprising a Vg-CDRI1,
a Vu-CDR2, and a Vu-CDR3; and (2) a light chain varjable region comprising a Vi.-CDR1, a
V1-CDR2, and a VL.-CDR3, wherein

the Vu-CDR1 comprises an amino acid sgfuence having at least 60%, at least 70%, at
least 80%, at least 90%, or 100% sequence idghntity to any amino acid sequence according to
SEQ ID NOs: 27-36, 397-399, 588-615,

the Vu-CDR2 comprises an aminb acid sequence having at least 60%;, at least 70%, at
least 80%, at least 90%, or 100% segfience identity to any amino acid sequence according to
SEQ ID NOs: 45-54, 400-406, 61¢4-643,

the Vu-CDR3 comprise/an amino acid sequence having at least 60%;, at least 70%, at
least 80%, at least 90%, or
SEQ ID NOs: 61-69, 71,A408-416, 644-671,

the VL-CDR1
least 80%, at least

SEQID NOs: 8

0% sequence identity to any amino acid sequence according to

mprises an amino acid sequence having at least 60%, at least 70%, at
%, or 100% sequence identity to any amino acid sequence according to
292, 417-426, 672-699,

the VIACDR2 comprises an amino acid sequence having at least 60%, at least 70%, at
least 80%, At least 90%, or 100% sequence identity to any amino acid sequence according to
Os: 102-111, 427-428, 700-727, and
the V1.-CDR3 comprises an amino acid sequence having at least 60%, at least 70%, at

legSt 80%, at least 90%, or 100% sequence identity to any amino acid sequence according to

EQ ID NOs: 117-127, 429-434, 728-755.
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264. The use of any one of claims 252-263, wherein the anti-Gal3 antibody or

binding fragment comprises:

1) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the V-CDR1, Vy-CDR2, Vu-CDR3 wi
SEQ ID NO: 136 and the VL-CDRI1, VL-CDR2, VL.-CDR3 of the VL.-CDR1, VL-CD
CDR3 within SEQ ID NO: 161;

2) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDRI1, V-CDR2, Vi
SEQ ID NO: 137 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR
CDR3 within SEQ ID NO: 162;

3) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vg-CDR1, Vu-CJPR2, Vu-CDR3 within
SEQ ID NO: 138 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the ¥1-CDRI1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 163;

4) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CD}1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 139 and the Vi.-CDRI1, VL-CDR2, V1-CDREA of the Vi.-CDRI1, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 164;

5) the Vg-CDRI1, Vu-CDR2, Vu-CDR3 of t
SEQ ID NO: 139 and the Vi.-CDRI1, VL-CDR2,
CDR3 within SEQ ID NO: 171;

6) the Viu-CDR1, Vu-CDR2, Vii-CR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 140 and the Vi.-CDRI1, Y1-CDR2, V1-CDR3 of the Vi.-CDRI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 165;

7) the Vy-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDRI1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 141 and the Vi/CDRI, V.-CDR2, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
CDR3 within SEQ ID NOQ£166;

8) the Vu-CDRY, Vi-CDR2, Vii-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 142 gfd the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL.-CDR2, Vi-
CDR3 within SE€ ID NO: 167;

9) the ¥ 1-CDR1, Vu-CDR2, Vu-CDR3 of the Vi-CDRI1, Vy-CDR2, Vi-CDR3 within
SEQ ID : 143 and the VL-CDRI, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, V-
ithin SEQ ID NO: 168;
10) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
Q ID NO: 144 and the VL.-CDR1, V1-CDR2, V1-CDR3 of the VL.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 169;

DR3 within
L-CDR2, Vi-

Vu-CDR1, Vg-CDR2, Vi-CDR3 within
L-CDR3 of the VL-CDRI1, VL-CDR2, V-
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11) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 145 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL
CDR3 within SEQ ID NO: 170;

12) the Vg-CDR1, Vu-CDR2, Vg-CDR3 of the Vg-CDR1, Vyg-CDR2, Vyg-CDR3
SEQ ID NO: 146 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CPR2, Vi -
CDR3 within SEQ ID NO: 172;

13) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, VA-CDR3 within
SEQ ID NO: 148 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDWl, Vi.-CDR2, V-
CDR3 within SEQ ID NO: 174;

14) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDRI1, Vi,
SEQ ID NO: 436 and the VL-CDRI1, VL-CDR2, VL-CDR3 of th
CDR3 within SEQ ID NO: 451;

15) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vy-C}gR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 438 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 453;

16) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of e Vy-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 439 and the Vi.-CDRI1, VL-CDRY), V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, Vi-
CDR3 within SEQ ID NO: 162;

17) the Vy-CDR1, Vu-CDR2, Vi-¢DR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 440 and the Vi.-CDRI1, #1-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2, V-
CDR3 within SEQ ID NO: 454;

18) the Vu-CDRI1, Vu-CDR2, Vii-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 441 and the Vi/CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NOf455;

DR2, Vi-CDR3 within
L-CDR1, VL-CDR2, V-

21) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
ID NO: 444 and the VL.-CDR1, Vi-CDR2, VL -CDR3 of the Vi-CDRI1, V.-CDR2, Vi-
DR3 within SEQ ID NO: 458;
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22) the Vi-CDR1, Vi-CDR2, Vii-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 withi
SEQ ID NO: 445 and the V1.-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, VL-CDR2,
CDR3 within SEQ ID NO: 459;

23) the Vi-CDR1, Vi-CDR?2, Vii-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CD
SEQ ID NO: 446 and the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi,
CDR3 within SEQ ID NO: 460;

24) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2,
SEQ ID NO: 447 and the V.-CDR1, Vi-CDR2, V.-CDR3 of the Vi-C
CDR3 within SEQ ID NO: 461;

25) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, ViZCDR2, Vi-CDR3 within
SEQ ID NO: 448 and the Vi-CDR1, Vi-CDR2, Vi-CDR3 of th€ Vi-CDR1, Vi-CDR2, Vi-
CDR3 within SEQ ID NO: 462;

26) the Vi-CDR1, Vi-CDR2, Vir-CDR3 of the V-
SEQ ID NO: 449 and the Vi-CDR1, Vi-CDR2, Vi-C
CDR3 within SEQ ID NO: 463;

27) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of e Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 450 and the V.-CDR1, Vi.-CDRYZ, V.-CDR3 of the Vi-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 464;

28) the Vi-CDR1, Vi-CDR?2, Vii-@#DR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 756 and the V.-CDR1, ¥;-CDR2, V.-CDR3 of the Vi.-CDR1, V.-CDR2, V-
CDR3 within SEQ ID NO: 784;

29) the Vi-CDR1, Vi-CDK2, Vii-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 757 and the Vi££DR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-
CDR3 within SEQ ID NOy//85;

30) the Vi-CDR /' Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 758 andthe Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-
CDR3 within SEQAD NO: 786;
-CDR1, Vi-CDR2, Vii-CDR3 of the V-CDR1, Vi-CDR2, Vii-CDR3 within
759 and the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDRI1, Vi -CDR2, V-
CDR3 wigfin SEQ ID NO: 787;
2) the Vi-CDR1, Vi-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ/ID NO: 760 and the V.-CDR1, Vi-CDR2, V.-CDR3 of the Vi-CDR1, V.-CDR2, V-
R3 within SEQ ID NO: 788;

within

DR2, Vi-

u-CDR3 within
1, VL.-CDR2, V-

R1, Vyu-CDR2, Vy-CDR3 within
3 of the VL-CDRI1, VL-CDR2, V.-
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33) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 761 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, Vi-
CDR3 within SEQ ID NO: 789;
34) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 wigfin
SEQ ID NO: 762 and the VL-CDRI1, VL-CDR2, VL.-CDR3 of the VL.-CDR1, VL-CD
CDR3 within SEQ ID NO: 790;
35) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vy-G/DR3 within
SEQ ID NO: 763 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDRI1,
CDR3 within SEQ ID NO: 791;
36) the Vi-CDR1, Vi-CDR2, Viu-CDR3 of the Vi-CDR1, Vy-CDR2, Vi-CDR3 within
SEQ ID NO: 764 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the V/ACDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 792;
37) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vii-CDR/, Vii-CDR2, Vi-CDR3 within
SEQ ID NO: 765 and the VL-CDRI1, VL-CDR2, VL-CDR3f the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 793;
38) the Vii-CDR1, Vp-CDR2, Vu-CDR3 of the ¥ 1-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 766 and the VL-CDRI1, VL-CDR2, Y1 -CDR3 of the VL.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 794;
39) the Vi-CDR1, Vu-CDR2, Vu-CDJK3 of the Vii-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 767 and the VL-CDR1, VLLDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, V-
CDR3 within SEQ ID NO: 795;
40) the Vu-CDR1, Vu-CDRY, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 768 and the VL-CPR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 7§6;
41) the Vu-CDRI1, ¥u-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 769 and jhe VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ D NO: 797;
42) the V#CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: /70 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
fn SEQ ID NO: 798;
) the Vi-CDRI1, Vu-CDR2, Vi-CDR3 of the Vy-CDR1, Vi-CDR2, Vi-CDR3 within
SEQAD NO: 771 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, Vi.-CDR2, Vi-
3 within SEQ ID NO: 799;
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44) the Vu-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 withj
SEQ ID NO: 772 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, VL-CDR2 AV -
CDR3 within SEQ ID NO: 800;

45) the Vy-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 773 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, V/CDR2, V-
CDR3 within SEQ ID NO: 801;

46) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Vi-CDRY, Vi-CDR3 within
SEQ ID NO: 774 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi-(/OR1, VL-CDR2, Vi-
CDR3 within SEQ ID NO: 802;

47) the Vu-CDRI1, Vu-CDR2, Vi-CDR3 of the Vi-CDR1, Yii-CDR2, Vi-CDR3 within
SEQ ID NO: 775 and the VL-CDRI1, VL-CDR2, VL-CDR3 of fhe VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 803;

48) the Vy-CDR1, Vu-CDR2, Vi-CDR3 of the VyLDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 776 and the VL-CDRI1, VL-CDR2, VL-GDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 804;

49) the Vy-CDR1, Vu-CDR2, Vi-CDR3 gf the Vi-CDR1, Vi-CDR2, Vi-CDR3 within
SEQ ID NO: 777 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi-CDRI1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 805;

50) the Vi-CDR1, Vp-CDR2, VyACDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 778 and the Vi.-CDR1/V1-CDR2, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
CDR3 within SEQ ID NO: 806;

51) the Vy-CDR1, Vu-CPR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 779 and the V/-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO£ 807;

CDR3 whin SEQ ID NO: 809;
54) the Vy-CDR1, Vp-CDR2, Vu-CDR3 of the Vi-CDR1, V-CDR2, Vi-CDR3 within
SEQ ID NO: 782 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDRI1, V.-CDR2, V-
DR3 within SEQ ID NO: 810; or
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55) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vi-CDR3 within
SEQ ID NO: 783 and the Vi.-CDRI1, VL-CDR2, V1-CDR3 of the Vi.-CDR1, VL.-CDR2, V-
CDR3 within SEQ ID NO: 811.

265. The use of any one of claims 252-264, wherein the antibody or binding fragpfent
comprises:

1) the heavy chain variable region of SEQ ID NO: 136 and the light chaj
region of SEQ ID NO: 161;

2) the heavy chain variable region of SEQ ID NO: 137 and the lig
region of SEQ ID NO: 162;

3) the heavy chain variable region of SEQ ID NO: 138 and t
region of SEQ ID NO: 163;

4) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 164;

5) the heavy chain variable region of SEQ ID NO,
region of SEQ ID NO: 171;

6) the heavy chain variable region of SEQ I}J§ NO: 140 and the light chain variable
region of SEQ ID NO: 165;

7) the heavy chain variable region of SEQ ID NO: 141 and the light chain variable
region of SEQ ID NO: 166;

8) the heavy chain variable regiof of SEQ ID NO: 142 and the light chain variable
region of SEQ ID NO: 167,

9) the heavy chain variable fegion of SEQ ID NO: 143 and the light chain variable
region of SEQ ID NO: 168;

10) the heavy chain vgfiable region of SEQ ID NO: 144 and the light chain variable
region of SEQ ID NO: 16

11) the heavy chAin variable region of SEQ ID NO: 145 and the light chain variable
region of SEQ ID N@: 170;

12) the hegvy chain variable region of SEQ ID NO: 146 and the light chain variable
NO: 172;
e heavy chain variable region of SEQ ID NO: 148 and the light chain variable
EQ ID NO: 174;
14) the heavy chain variable region of SEQ ID NO: 436 and the light chain variable
regfon of SEQ ID NO: 451;

variable

chain variable

light chain variable

139 /nd the light chain variable

139 and the light chain variable

region of SE
13)
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15) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 453;

16) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 162;

17) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 454;

18) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 455;

19) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 456;

20) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 457,

21) the heavy chain variable region of SEQ ID NO
region of SEQ ID NO: 458;

22) the heavy chain variable region of SEQ
region of SEQ ID NO: 459;

23) the heavy chain variable region of
region of SEQ ID NO: 460;

24) the heavy chain variable regi
region of SEQ ID NO: 461;

25) the heavy chain variab
region of SEQ ID NO: 462;

26) the heavy chain
region of SEQ ID NO: 4

27) the heavy
region of SEQ ID XO: 464;

gion of SEQ ID NO: 786;

region of SEQ ID NO: 787;
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32) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 788;

33) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 789;

34) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 790;

35) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 791;

36) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 792;

37) the heavy chain variable region of SEQ ID NO:

region of SEQ ID NO: 793;
38) the heavy chain variable region of SEQ ID NO
region of SEQ ID NO: 79%4;

39) the heavy chain variable region of SEQ I NO:

region of SEQ ID NO: 795;

40) the heavy chain variable region of S££Q ID NO:

region of SEQ ID NO: 796;

41) the heavy chain variable regigf of SEQ ID NO:

region of SEQ ID NO: 797,

42) the heavy chain variablefregion of SEQ ID NO:

region of SEQ ID NO: 798;

regfon of SEQ ID NO: 803;

region of SEQ ID NO: 804;
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49) the heavy chain variable region of SEQ ID NO: 777 and the light chain variabl
region of SEQ ID NO: 805;

50) the heavy chain variable region of SEQ ID NO: 778 and the light chain vyfiable
region of SEQ ID NO: 806;

51) the heavy chain variable region of SEQ ID NO: 779 and the light chin variable
region of SEQ ID NO: 807;

52) the heavy chain variable region of SEQ ID NO: 780 and the liZnt chain variable
region of SEQ ID NO: 808;

53) the heavy chain variable region of SEQ ID NO: 781 and/he light chain variable
region of SEQ ID NO: 809;

54) the heavy chain variable region of SEQ ID NO:
region of SEQ ID NO: 810; or

55) the heavy chain variable region of SEQ ID
region of SEQ ID NO: 811.

and the light chain variable

: 783 and the light chain variable

266. The use of any one of claims 252/65, wherein the anti-Gal3 antibody or
binding fragment thereof is selected from the grfup consisting of TB0O1, TB006, 12G5.D7,
13A12.2E5, 14H10.2C9, 15F10.2D6, 1985.2E6, 20D11.2C6, 20HS5.A3, 23H9.2E4,
2D10.2B2, 3B11.2G2, 7D8.2D8, F846£.1B2, F846C.1F5, F846C.1H12, F846C.1HS,
F846C.2H3, F846TC.14A2, F846TCHAE4, F846TC.16B5, F846TC.7F10, F847C.10B9,
F847C.11B1, F847C.12F12, F847C.0F5, F847C.4B10, F849C.8D10, F849C.8H3, 846.2B11,
846.4D5, 847.14H4, 846T.1H2, fAIMTO001, 4A11.2B5, 4A11.H1L1, 4A11.H4L2, 4G2.2G6,
6B3.2D3, 6H6.2D6, 9H2.2H1(/ 13G4.2F8, 13H12.2F8, 15G7.2A7, 19D9.2E5, 23B10.2B12,
24D12.2H9, 846.2D4, 846, 2F11, 846T.10B1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5,
846T.8D1, 847.10C9, 84/.11D6, 847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11,
847.27B9, 847.28D1,447.2B8, 847.3B3, 849.1D2, 849.2D7, 849.2F12, 849.4B2, 849.4F12,
849.4F2, 849.5C2,449.8D12, F847C.21H6, or a binding fragment thereof.

267.
binding fragifent is selected from the group consisting of: 6H6.2D6, 20H5.A3, 20D11.2C6,
4G2.2G6,/A3H12.2F8, 19B5.2E6, 15G7.2A7, 23H9.2E4, 19D9.2E5, 2D10.2B2, 4A11.2BS5,
14H10ZC9, 3B11.2G2, 13A12.2E5, 7D8.2D8, 15F10.2D6, 23B10.2B12, 12G5.D7,
24DA2.2HY9, 6B3.2D3, 13G4.2F8, 9H2.2H10, 846.1F5, 846.2H3, 846T.1H2, IMT-001,
4A11.H3L1, 4A11.HIL1 and 4A11.H4L2, or a binding fragment thereof.

e use of any one of claims 252-266, wherein the anti-Gal3 antibody or

268. The use of any one of claims 252-267, wherein the anti-Gal3 antibody or
binding fragment is 2D10.2B2 or 6H6.2D6, or a binding fragment thereof.
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269. The use of any one of claims 252-268, wherein the anti-Gal3 antibody or

binding fragment is selected from the group consisting of 2D10.2B2 and 6H6.2D6, or a binding
fragment thereof.

270. The use of any one of claims 252-269, wherein the anti-Gal3 antibo
binding fragment is used as a supplement to a standard of care treatment.

271.  The use of claim 270, wherein the standard of care treatment comprigés surgery,
radiation, chemotherapy, targeted therapy, immunotherapy, a PD1/PDL1 blockAde therapy, a
CTL A4 blockade therapy, temozolomide, or any combination thereof.

272.  An antibody or binding fragment thereof that binds to ay/N-terminal domain
and/or the TRD of Gal3.

273.  An antibody or binding fragment thereof that binds {# an epitope present within
aregion of Gal3, wherein the epitope comprises:

(a) Peptide 1 (ADNFSLHDALSGSGNPNPQG; SEQ/ID NO: 3);

(b) Peptide 6 (GAYPGQAPPGAYPGAPGAYP; $£Q ID NO: 8); or

(c) Peptide 7 (AYPGAPGAYPGAPAPGVYP(E, SEQ ID NO: 9);

or any combination thereof.

274. The antibody or binding fragmeAt thereof of claim 272 or 273, wherein the
antibody or binding fragment thereof is 2D1Q/2B2, 6H6.2D6, or a binding fragment thereof.
275. The antibody or binding fagment thereof of claim 272 or 273, wherein the
antibody or binding fragment thereof j£ selected from the group consisting of 2D10.2B2 and
6H6.2D6, or a binding fragment thegfeof.

276. The anti-Gal3 ag#ibody or binding fragment thereof of any of the preceding
claims for use in assisting a pfyload to cross a blood brain barrier of a subject.

277. The use of flaim 276, wherein the subject has a neurological disorder.

278. A protejfi comprising one or more peptide sequences having at least 80%, 85%,
90%, 95%, 99%, ot/00% homology to one or more of the peptide sequences of FIG. 18-27.

279. e protein of claim 278, wherein the protein is an antibody or binding fragment
thereof.

284.  The protein of claim 278 or 279, comprising:
) a Viu-CDR1 peptide sequence having at least 80%, 85%, 90%, 95%, 99%, or 100%
logy to one or more of the peptide sequences of FIG. 18;

b) a Viu-CDR2 peptide sequence having at least 80%, 85%, 90%, 95%, 99%, or 100%

homology to one or more of the peptide sequences of FIG. 19;
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¢) a Vu-CDR3 peptide sequence having at least 80%, 85%, 90%, 95%, 99%, or 100%
homology to one or more of the peptide sequences of FIG. 20;

d) a VL.-CDRI1 peptide sequence having at least 80%, 85%, 90%, 95%, 99%, or 10
homology to one or more of the peptide sequences of FIG. 21;

e) a VL-CDR?2 peptide sequence having at least 80%, 85%, 90%, 95%, 99%
homology to one or more of the peptide sequences of FIG. 22;

f) a VL-CDR3 peptide sequence having at least 80%, 85%, 90%, 95%/99%, or 100%
homology to one or more of the peptide sequences of FIG. 23;

g) aheavy chain variable region peptide sequence having at leas(60%, 85%, 90%, 95%,
99%, or 100% homology to one or more of the peptide sequences ofAF1G. 24;

h) a light chain variable region peptide sequence having gfleast 80%, 85%, 90%, 95%,
99%, or 100% homology to one or more of the peptide sequegces of FIG. 25;

i) a heavy chain peptide sequence having at least 8¢%, 85%, 90%, 95%, 99%, or 100%
homology to one or more of the peptide sequences of AG. 26;

j) a light chain peptide sequence having at Jfast 80%, 85%, 90%, 95%, 99%, or 100%
or any combination thereof.

281. The protein of any one g claims 278-280, comprising a peptide sequence

283. An antihbdy that binds to or blocks PGAPAPGVYP GPPSGPGAYP
SSGQPSATGA.
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CLAIMS

1. An anti-Gal3 antibody or binding fragment thereof comprising (1) a heavy chain
variable region comprising a Vu-CDRI1, a Vu-CDR2, and a Vu-CDR3, and (2) a light chain
variable region comprising a VL-CDR1, a VL-CDR2, and a VL.-CDR3; wherein

the Vu-CDRI1 comprises an amino acid sequence selected from SEQ ID NOs: 36-44, 588-

615,

the Vu-CDR2 comprises an amino acid sequence selected from SEQ ID NOs: 54-60, 616-
643,

the Vu-CDR3 comprises an amino acid sequence selected from SEQ ID NOs: 70-81, 644-
671,

the VL-CDR1 comprises an amino acid sequence selected from SEQ ID NOs: 92-101,
672-699,
the VL-CDR2 comprises an amino acid sequence selected from SEQ ID NOs: 111-116,
700-727, and
the VL-CDR3 comprises an amino acid sequence selected from SEQ ID NOs: 127-135,
728-755.
2. The anti-Gal3 antibody or binding fragment thereof of claim 1, wherein
a. the heavy chain variable region comprises an amino acid sequence having at
least 75%, 80%, 85%, 90%, 95%, or 100% sequence identity to any sequence
according to SEQ ID NOs: 147-160, 756-783;
b. the heavy chain variable region is selected from the group consisting of SEQ
ID NOs: 147-160, 756-783;
c. the light chain variable region comprises an amino acid sequence having at least
75%, 80%, 85%, 90%, 95%, or 100% sequence identity to any sequence
according to SEQ ID NOs: 173-187, 784-811.
d. the light chain variable region is selected from the group consisting of SEQ ID
NOs: 173-187, 784-811; and/or
e. the anti-Gal3 antibody or binding fragment thereof is selected from the group
consisting of F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS, F846C.2H3,
F846TC.14A2, F846TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9,
F847C.11B1, F847C.12F12, F847C.26F5, F847C.4B10, F849C.8D10,
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F849C.8H3, 846.2B11, 846.4D5, 846.2D4, 846.2F11, 846T.10B1, 846T.2E3,
846T.4C9, 846T.4E11, 846T.4F5, 846T.8DI1, 847.10C9, 847.11D6,
847.15D12, 847.15F9, 847.15H11, 847.20H7, 847.21B11, 847.27B9,
847.28D1, 847.2B8, 847.3B3, 849.1D2, 849.2D7, 849.2F12, 849.4B2,
849.4F12, 849.4F2, 849.5C2, 849.8D12, F847C.21H6, F846C.1B2,
F846C.1F5, F846C.1H12, F846C.2H3, F846TC.14E4, F846TC.16BS5,
F846TC.7F10, F849C.8D10, 846.4D5, or a binding fragment thereof.

3. An anti-Gal3 antibody or binding fragment thereof for use in the treatment of a

neurodegenerative disorder in a subject in need thereof.

4. The anti-Gal3 antibody or binding fragment thereof for the use of claim 3, wherein

a.

the neurodegenerative disorder comprises inflammation, encephalitis,
Alzheimer’s disease, Parkinson’s disease, Huntington’s disease, traumatic
brain injury, spinal injury, multiple sclerosis, amyotrophic lateral sclerosis,
olfactory dysfunction, aphasia, Bell’s palsy, transmissible spongiform
encephalopathy, Creutzfeldt-Jakob disease, fatal familial insomnia, epilepsy,
seizures, neurodevelopment, Tourette’s syndrome, neuroinfectious disorders,
meningitis, encephalitis, bovine spongiform encephalopathy, West Nile virus
encephalitis, Neuro-AIDS, fragile X syndrome, Guillain-Barre syndrome,
metastases to the brain, brain cancer, or any combination thereof;

the neurological disorder is Alzheimer’s disease, and wherein the anti-Gal3
antibody or binding fragment thereof disrupts binding between Gal3 and
amyloid precursor protein (APP) or A, or both;

the anti-Gal3 antibody or binding fragment thereof promotes phagocytic
function of microglia in the subject;

the anti-Gal3 antibody or binding fragment thereof inhibits AP-mediated
activation of microglia in the subject;

the anti-Gal3 antibody or binding fragment thereof inhibits A fibril or

oligomer formation in the subject; and/or
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f.  the anti-Gal3 antibody or binding fragment thereof disrupts an interaction
between Gal3 and Toll-like receptor 4 (TLR4) or triggering receptor expressed
on myeloid cells 2 (TREM?2), or both.

5. An anti-Gal3 antibody or binding fragment thereof for use in the treatment of a

proteopathy in a subject in need thereof.

6. The anti-Gal3 antibody or binding fragment thereof for the use of claim 5, wherein the
proteopathy comprises Alzheimer’s disease, cerebral B-amyloid angiopathy, retinal ganglion cell
degeneration in glaucoma, Parkinson’s disease, Lewy dementia, multiple system atrophy,
synucleinopathy, Pick’s disease, corticobasal degeneration, taupathy, frontotemporal lobar
degeneration, Huntington’s disease, dentatorubropallidoluysian atrophy, spinal and bulbal
muscular atrophy, spinocerebellar ataxia, fragile X syndrome, Baratela-Scott syndrome,
Freidrich’s ataxia, myotonic dystrophy, Alexander disease, familial British dementia, familial
Danish dementia, Palizacus-Merzbacher disease, seipinopathy, AA (secondary) amyloidosis, type
IT diabetes, fibrinogen amyloidosis, dialysis amyloidosis, inclusion body myositis/myopathy,
familial amyloidotic neuropathy, senile systemic amyloidosis, serpinopathy, cardiac atrial
amyloidosis, pituitary prolactinoma, insulin amyloidosis, corneal lactoferrin amyloidosis,
pulmonary alveolar proteinosis, seminal vesicle amyloid, cutaneous lichen amyloidosis, Mallory
bodies, or odontogenic (Pindborg) tumor amyloid, or any disease caused by the misfolding or

aggregation of proteins, or any combination thereof.

7. An anti-Gal3 antibody or binding fragment thereof for use in promoting neuronal

regeneration in a subject in need thereof.

8. The anti-Gal3 antibody or binding fragment thereof for the use of claim 7, wherein
a. the subject comprises neuronal degeneration associated with inflammation,
encephalitis, Alzheimer’s disease, Parkinson’s disease, Huntington’s disease,
traumatic brain injury, spinal injury, multiple sclerosis, amyotrophic lateral
sclerosis, olfactory dysfunction, aphasia, Bell’s palsy, transmissible spongiform
encephalopathy, Creutzfeldt-Jakob disease, fatal familial insomnia, epilepsy,
seizures, neurodevelopment, Tourette’s syndrome, neuroinfectious disorders,

meningitis, encephalitis, bovine spongiform encephalopathy, West Nile virus
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encephalitis, Neuro-AIDS, fragile X syndrome, Guillain-Barre syndrome,
metastases to the brain, brain cancer, or any combination thereof.

the neuronal degeneration is associated with Alzheimer’s disease, and wherein
the anti-Gal3 antibody or binding fragment thereof disrupts binding between
Gal3 and amyloid precursor protein (APP) or amyloid beta (A), or both, in the
subject;

more than one anti-Gal3 antibody or binding fragment thereof is to be

administered to the subject.

9. An antibody conjugate comprising:

an anti-Gal3 antibody or binding fragment thereof; and

a payload conjugated to the anti-Gal3 antibody or binding fragment thereof,

wherein

the antibody conjugate is able to cross a blood-brain barrier.

10. The antibody conjugate of claim 9, wherein

a.

the payload is not independently capable of crossing the blood-brain barrier or
has low permeability across the blood-brain barrier without being conjugated
to the anti-Gal3 antibody or binding fragment thereof;

conjugation of the payload to the anti-Gal3 antibody or binding fragment
thereof increases the permeability of the payload across the blood-brain barrier
by at least 5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 100%,
200%, 300%, 400%, or 500%, or any increase within a range defined by any
two of the aforementioned percentages, compared to the unconjugated payload;
the permeability of the payload across the blood-brain barrier is less than 95%,
90%, 80%, 70%, 60%, 50%, 40%, 30%, 20%, 10%, 9%, 8%, 7%, 6%, 5%, 4%,
3%, 2%, or 1% of the permeability of the antibody conjugate across the blood-
brain barrier;

the payload is a cytotoxic payload, microtubule disrupting agent, DNA
modifying agent, Akt inhibitor, polymerase inhibitor, detectable moiety,
immunomodulatory agent, immune modulator, immunotoxin, nucleic acid

polymer, aptamer, peptide, protein, enzyme, or any combination thereof;
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e. the payload is a second antibody;

f. the antibody conjugate is formulated to be administered enterally, orally,
intranasally, parenterally, intracranially, subcutaneously, intramuscularly,
intradermally, or intravenously, or any combination thereof; and/or

g. the anti-Gal3 antibody or binding fragment thereof binds to the N-terminal
domain of Gal3, N-terminus of Gal3, or the tandem repeat domain (TRD) of
Gal3.

11. Use of an anti-Gal3 antibody or binding fragment thereof and a payload conjugated to
the anti-Gal3 antibody or binding fragment thereof, wherein the antibody conjugate is able to cross
a blood-brain barrier, in the preparation of a composition for delivering the payload to the central

nervous system of a subject in need thereof.

12. The use of claim 11, wherein

a. the antibody conjugate is to be administered to the subject;

b. the payload does not normally cross the blood-brain barrier;

c. conjugating the payload to the anti-Gal3 antibody or binding fragment thereof
increases the permeability of the payload across the blood-brain barrier by at
least 5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 100%, 200%,
300%, 400%, or 500%, or any increase within a range defined by any two of
the aforementioned percentages, compared to the unconjugated payload;

d. permeability of the payload across the blood-brain barrier is less than 95%,
90%, 80%, 70%, 60%, 50%, 40%, 30%, 20%, 10%, 9%, 8%, 7%, 6%, 5%, 4%,
3%, 2%, or 1% of the permeability of the antibody conjugate across the blood-
brain barrier;

e. the payload is a cytotoxic payload, microtubule disrupting agent, DNA
modifying agent, Akt inhibitor, polymerase inhibitor, detectable moiety,
immunomodulatory agent, immune modulator, immunotoxin, nucleic acid
polymer, aptamer, peptide, protein, enzyme, or any combination thereof; or

f. the payload is a second antibody.

13. Use of
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an anti-Gal3 antibody or binding fragment thereof specific for the N-terminal
domain of Gal3, N-terminus of Gal3, or the TRD of Gal3; in the preparation of a
medicament for disrupting an interaction between Gal3 and a tumor cell surface; wherein
the tumor cell surface marker is selected from the group consisting of VEGFR1, VEGFR2,
VEGFR3, EGFR, PDGFRa, PDGFRb, ErbB2, HGFR (cMet), TNF sRI, CTLA4, CD47,
PD-L1, FGFR1 alpha-IIIb, FGFR1 alpha-Illc, FGFR2 alpha-Illc, FGFR3 Illc, and FGFR4.

14. An in vitro method for identifying an antibody or binding fragment capable of
disrupting an interaction between Gal3 and a TGF-b receptor, the method comprising:

(a) contacting Gal3 protein with an antibody or binding fragment that selectively
binds to Gal3, thereby forming a Gal3-antibody complex;

(b) contacting the Gal3-antibody complex with the TGF-b receptor protein;

(c) removing unbound TGF-b receptor protein; and

(d) detecting TGF-b receptor protein bound to the Gal3-antibody complex, wherein

the antibody or binding fragment is capable of disrupting an interaction of

Gal3 and the TGF-b receptor when the TGF-b receptor protein is not detected in
(d).

15. Use of an anti-Gal3 antibody or binding fragment in the preparation of a medicament
or composition for the treatment of fibrosis, liver fibrosis, non-alcoholic fatty liver disease
(NAFLD), non-alcoholic steatohepatitis (NASH), kidney fibrosis, cardiac fibrosis, arterial fibrosis,

venous thrombosis, pulmonary fibrosis, or an immune related disorder.

16. The use of claim 15, wherein
a. the immune-related disorder is sepsis, atopic dermatitis, or psoriasis;
b. the immune-related disorder is cancer;
c. the medicament is used as a supplement to PD1/PDL1 blockade therapies or
CTLAA4 blockade therapies;
d. the PDI/PDL1 blockade therapies comprise pembrolizumab, nivolumab,

cemiplimab, spartalizumab, camrelizumab, sintilimab, tislelizumab,
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toripalimab, AMP-224, AMP-514, atezolizumab, avelumab, durvalumab,
KNO035, CK-301, AUNP12, CA-170, and/or BMS-986189; and/or

e. the CTLA4 blockade therapy comprises ipilimumab and/or tremilimumab.

17. Use of an anti-Gal3 antibody or binding fragment thereof in the preparation of a
medicament for the treatment of fibrosis, liver fibrosis, NAFLD, NASH, kidney fibrosis, cardiac

fibrosis, arterial fibrosis, venous thrombosis, or pulmonary fibrosis.

18. The anti-Gal3 antibody or binding fragment thereof of claim 1 or 2; the anti-Gal 3
antibody or binding fragment thereof for the use of any one of claims 3 to 8; the antibody conjugate
of claim 9 or 10; the use of any one of claims 11 to 13 or 15-17; or the in vitro method of claim
14; wherein
a. the anti-Gal3 antibody or binding fragment thereof binds to one or more
peptides of SEQ ID NOs: 3-26;
b. the anti-Gal3 antibody or binding fragment thereof binds to the N-terminal
domain of Gal3, N-terminus of Gal3, or the tandem repeat domain (TRD)
of Gal3;
c. the anti-Gal3 antibody or binding fragment thereof comprising (1) a heavy
chain variable region comprises a Vu-CDR1, a Vu-CDR2, and a Vu-CDR3,
and (2) a light chain variable region comprising a VL.-CDR1, a VL-CDR2,
and a VL-CDR3; wherein
the Vu-CDR1 comprises an amino acid sequence selected from SEQ ID
NOs: 27-44, 245-246, 588-615,

the Vu-CDR2 comprises an amino acid sequence selected from SEQ ID
NOs: 45-60, 247-248, 616-643,

the Vu-CDR3 comprises an amino acid sequence selected from SEQ ID
NOs: 61-81, 249-250, 644-671,

the VL-CDR1 comprises an amino acid sequence selected from SEQ ID
NOs: 82-101, 251-252, 672-699,

the VL-CDR2 comprises an amino acid sequence selected from SEQ ID

NOs: 102-116, 253, 700-727, and
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the VL-CDR3 comprises an amino acid sequence selected from SEQ ID
NOs: 117-135, 254-2585, 728-755;

d. the heavy chain variable region comprises an amino acid sequence having
at least 75%, 80%, 85%, 90%, 95%, or 100% sequence identity to any
sequence according to SEQ ID NOs: 136-160, 256-257, 756-783;

e. the heavy chain variable region is selected from the group consisting of
SEQ ID NOs: 136-160, 256-257, 756-783;

f. the light chain variable region comprises an amino acid sequence having at
least 75%, 80%, 85%, 90%, 95%, or 100% sequence identity to any
sequence according to SEQ ID NOs: 161-187, 258-259, 784-811; or

g. the light chain variable region is selected from the group consisting of SEQ

ID NOs: 161-187, 258-259 784-811.

19. The anti-Gal3 antibody or binding fragment thereof of claim 1 or 2, the anti-Gal 3
antibody or binding fragment thereof for the use of any one of claims 3 to 8; the antibody conjugate
of claim 9 or 10; the use of any one of claims 11 to 13 or 15-17; or the in vitro method of claim
14; wherein

a. the anti-Gal3 antibody or binding fragment thereof is selected from the group
consisting of TB001, TB006, 12G5.D7, 13A12.2ES, 14H10.2C9, 15F10.2D6,
19B5.2E6, 20D11.2C6, 20H5.A3, 23H9.2E4, 2D10.2B2, 3B11.2G2, 7D8.2D8,
F846C.1B2, F846C.1F5, F846C.1H12, F846C.1HS5, F846C.2H3,
F846TC.14A2, F846TC.14E4, F846TC.16B5, F846TC.7F10, F847C.10B9Y,
F847C.11B1, F847C.12F12, F847C.26F5, F847C.4B10, F849C.8DI0,
F849C.8H3, 846.2B11, 846.4D5, 847.14H4, 846T.1H2, mIMT001, 4A11.2B5,
4A11.HIL1, 4A11.H4L2, 4G2.2G6, 6B3.2D3, 6H6.2D6, 9H2.2H10,
13G4.2F8, 13H12.2F8, 15G7.2A7, 19D9.2E5, 23B10.2B12, 24D12.2H9,
846.2D4, 846.2F11, 846T.10B1, 846T.2E3, 846T.4C9, 846T.4E11, 846T.4F5,
846T.8D1, 847.10C9, 847.11D6, 847.15D12, 847.15F9, 847.15H11,
847.20H7, 847.21B11, 847.27B9, 847.28D1, 847.2B8, 847.3B3, 849.1D2,
849.2D7, 849.2F12, 849.4B2, 849.4F12, 849.4F2, 849.5C2, 849.8D12,
F847C.21H6, or a binding fragment thereof;
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b. the anti-Gal3 antibody or binding fragment thereof is to be administered
enterally, orally, intranasally, parenterally, intracranially, subcutaneously,
intramuscularly, intradermally, or intravenously, or any combination thereof;

c. the anti-Gal3 antibody or binding fragment thereof is able to cross the blood-
brain barrier;

d. the anti-Gal3 antibody or binding fragment is used as a supplement to a standard
of care treatment; and/or

e. the anti-Gal3 antibody or binding fragment is used as a supplement to surgery,
radiation, chemotherapy, targeted therapy, immunotherapy, a PD1/PDL1
blockade therapy, a CTLA4 blockade therapy, temozolomide, or any

combination thereof.

20. The anti-Gal3 antibody or binding fragment thereof claim 1 or 2, the anti-Gal 3
antibody or binding fragment thereof for the use of any one of claims 3 to §; the antibody conjugate
of claim 9 or 10; the use of any one of claims 11 to 13 or 15-17; or the in vitro method of claim
14; wherein the anti-Gal3 antibody or binding fragment thereof comprises:

1) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 136 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 161,

2) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 137 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 162;

3) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 138 and the ViL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 163;

4) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 139 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 164;

5) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 140 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDRI1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 165;
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6) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 141 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 166;

7) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 142 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 167,

8) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDRI1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 143 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, ViL-
CDR3 within SEQ ID NO: 168;

9) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 144 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, ViL-
CDR3 within SEQ ID NO: 169;

10) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 145 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 170;

11) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 139 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 171;

12) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 146 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, ViL-
CDR3 within SEQ ID NO: 172;

13) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 147 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 173;

14) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 148 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 174;

15) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 149 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 175;
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16) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 150 and the VL.-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 176;

17) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 151 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 177,

18) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 152 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 178;

19) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 153 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, ViL-
CDR3 within SEQ ID NO: 179;

20) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 154 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 180;

21) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 155 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 181;

22) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 156 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, ViL-
CDR3 within SEQ ID NO: 182;

23) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 157 and the VL.-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 183;

24) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 155 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 184;

25) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 158 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 185;
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26) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 159 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 186;
27) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 160 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL.-CDR1, VL-CDR2, VL-
CDR3 within SEQ ID NO: 187;

28) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within

SEQ ID NO: 256 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 258;

29) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within

SEQ ID NO: 257 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 259;

30) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within

SEQ ID NO: 756 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 784;

31) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within

SEQ ID NO: 757 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 785;

32) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within

SEQ ID NO: 758 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 786;

33) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within

SEQ ID NO: 759 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 787,

34) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within

SEQ ID NO: 760 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 788;

35) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within

SEQ ID NO: 761 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 789;
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36) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 762 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 790;

37) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 763 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 791;

38) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 764 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 792;

39) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 765 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 793;

40) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 766 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 794;

41) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 767 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 795;

42) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 768 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 796;

43) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 769 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 797,

44) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 770 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 798;

45) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 771 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 799;
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46) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 772 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 800;

47) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 773 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 801;

48) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 774 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 802;

49) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 775 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 803;

50) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 776 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 804;

51) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 777 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 805;

52) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 778 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 806;

53) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 779 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 807,

54) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 780 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 808;

55) the Vu-CDR1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 781 and the VL-CDRI1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 809;
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56) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 782 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL.-CDR3
within SEQ ID NO: 810; or

57) the Vu-CDRI1, Vu-CDR2, Vu-CDR3 of the Vu-CDR1, Vu-CDR2, Vu-CDR3 within
SEQ ID NO: 783 and the VL-CDR1, VL-CDR2, VL-CDR3 of the VL-CDR1, VL-CDR2, VL-CDR3
within SEQ ID NO: 811.

21. The anti-Gal3 antibody of claim 1 or 2; the anti-Gal 3 antibody or binding fragment
thereof for the use of any of the claims 3 to §;, the antibody conjugate of claim 9 or 10; the use of
any one of claims 11 to 13 or 15-17; or the in vitro method of claim 14; wherein the anti-Gal3
antibody or binding fragment thereof comprises:

1) the heavy chain variable region of SEQ ID NO: 136 and the light chain variable region
of SEQ ID NO: 161;

2) the heavy chain variable region of SEQ ID NO: 137 and the light chain variable region
of SEQ ID NO: 162;

3) the heavy chain variable region of SEQ ID NO: 138 and the light chain variable region
of SEQ ID NO: 163;

4) the heavy chain variable region of SEQ ID NO: 139 and the light chain variable region
of SEQ ID NO: 164;

5) the heavy chain variable region of SEQ ID NO: 140 and the light chain variable region
of SEQ ID NO: 165;

6) the heavy chain variable region of SEQ ID NO: 141 and the light chain variable region
of SEQ ID NO: 166;

7) the heavy chain variable region of SEQ ID NO: 142 and the light chain variable region
of SEQ ID NO: 167;

8) the heavy chain variable region of SEQ ID NO: 143 and the light chain variable region
of SEQ ID NO: 168;

9) the heavy chain variable region of SEQ ID NO: 144 and the light chain variable region
of SEQ ID NO: 169;

10) the heavy chain variable region of SEQ ID NO: 145 and the light chain variable region
of SEQ ID NO: 170;
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11) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 171;

12) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 172;

13) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 173;

14) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 174;

15) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 175;

16) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 176;

17) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 177;

18) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 178;

19) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 179;

20) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 180;

21) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 181;

22) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 182;

23) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 183;

24) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 184;

25) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 185;
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26) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 186;

27) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 187,

28) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 258;

29) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 259;

30) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 784;

31) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 785;

32) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 786;

33) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 787;

34) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 788;

35) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 789;

36) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 790;

37) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 791;

38) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 792;

39) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 793;

40) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 79%4;
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41) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 795;

42) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 796;

43) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 797;

44) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 798;

45) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 799;

46) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 800;

47) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 801;

48) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 802;

49) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 803;

50) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 804;

51) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 805;

52) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 806;

53) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 807,

54) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 808;

55) the heavy chain variable region of SEQ ID NO:

of SEQ ID NO: 809;
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779 and the light chain variable region

780 and the light chain variable region

781 and the light chain variable region


bhang
Line


56) the heavy chain variable region of SEQ ID NO: 782 and the light chain variable region
of SEQ ID NO: 810; or
57) the heavy chain variable region of SEQ ID NO: 783 and the light chain variable region
of SEQ ID NO: 811.
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